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Objective. Between 2 to 5% of hospitalized patients have
toxic hepatitis (TH). Its pathophysiological mechanisms are
unclear and unknown. The roles of various bile transporters
[BSEP (pump excretion of bile salts), MDR1 (poly drug resis-
tant protein, which excretes a wide variety of substances
across cell membranes) and MRP2, MRP3 (resistance-associa-
ted proteins polypill, canalicular expression that play the role
of transmembrane substance excretory pump)] in this disea-
se. The aim of this study was to investigate the hepatic pro-
duction of bile transporters (BSEP, MDR1, MRP2, MRP3) in
patients with TH. Material and methods. 11 patients with
diagnosis of TH were included. The drugs associated with this
disease were, tacrolimus, mycophenolic acid, prednisone, allo-
purinol, paracetamol, ibupruphen, levofloxacin and tradol
(Table 1). Data were compared with 11 liver biopsies of pa-
tients without TH. The study group included 8 women and 3
men with an age range of 17-73. The detection of bile trans-
porters was made by immunohistochemical technique.

Results. Patients with TH had on biopsy: hepatocellular ne-
crosis, hepatic granulomatous reactions, partial portal infla-
mmation or lobular part, prominent Kupffer -cells,
intrahepatic cholestasis, steatosis, hepatic eosinophilia and li-
pofuscin. There is a differential output transport of bile salts,

Table 1. Modulation of bile transporters in toxic hepatitis.

observing a reduction in BSEP and an increased MDR1
and MRP3. No differences were observed in MRP2. Conclu-
sion. We observed an increased production of bile salts trans-
poradores in patients with TH. It is unknown what their
functional effect on the entity and its potential for therapeutic
modification.

POLYMORPHISMS OF IL28B PREDICT THE
RESPONSE TO TREATMENT OF CHRONIC
HEPATITIS C VIRUS (HCV) INFECTION IN MEXICAN

POPULATION
LE MARTINEZ-GOMEZ' Al BURGUETE-GARCIA,' N AGUILAR-OLIVOS,?

N CHAVEZ-TAPIAZ V MADRID-MARINA,1 M ROMAN-BAHENA,'

C ORBE-ORIHUELA,' M URIBE2 N MENDEZ-SANCHEZ?
"INSTITUTO NACIONAL DE SALUD PUBLICA.? OBESITY AND DIGESTIVE DISEASES
UNIT, MEDICA SUR CLINIC & FOUNDATION, MEXICO CITY, MEXICO.
Introduction. Treatment for HCV genotype 1 with ribavirin
(RBV) and pegylated-interferon alpha (peg-IFNo) offers low
rates of sustained virologic response (SVR). Some single nu-
cleotide polymorphisms (SNPs) in region for the interleukin
28B (IL28B) gene have been identified as predictors for SRV.
Our aim was establish the association between three IL28B
SNPs (rs8099917, rs12979860 and rs8103142) and treatment
response to peg-IFNo/RBV in a cohort of chronic hepatitis C
virus Mexican population. Material and methods. A cohort
study was performed with 83 chronic HCV patients from Me-
dica Sur Clinic and Foundation in Mexico City, from May
2010 to May 2011. All the patients were treated with peg-INFo
and RBV. Data were analyzed by logistic regression, adjusting
by age, gender and viral genotype to determine the association
of the SNPs with the treatment response. Results. The study
group included 83 patients with HCV infection. The main
genotype was genotype 1 in 70% (n = 58). The overall SVR

Case MDR1 MRP2 MRP3 BSEP Drugs Controls MDR1 MRP2 MRP3 BSEP
1 3+ (P) 3+ (P) 1+ (N) 0 (N) AC 1 1+ (N) 2+ (P) 0 (N) 1+ (N)
2 1+ (N) 2+ (P) 0 (N) 1+ (N) PN 2 2+ (P) 2+ P) 0 (N) 2+ (P)
3 3+ (P) 2+ (P) 0 (N) 0(N) TL, PN, G, MP 3 1+(N) + (N) 0 (N) 1+ (N)
4 3+ (P) 3+ (P) 0 (N) 0 (N) AC, I, L 4 +(P) 3+( ) 0 (N) 1+ (N)
5 3+ (P) 3+ (P) 2+ (P) 1+ (N) I, AP 5 1+ (N) 3+ (P) 0 (N) 1+ (N)
6 1+ (N) 1+ (N) 1+ (N) 0 (N) C, MP 6 1+ (N) 3+ (P) 0 (N) 2+ (P)
7 3+ (P) 2+ (P) 0 (N) 2+ (P) 0 7 2+ P) 3+ (P) 0 (N) 1+ (N)
8 3+ (P) 2+ (P) 1+ (N) 0 (N) PN, AC, | 8 +(P) 3+ (P) 0 (N) 2+ (P)
9 3+ (P) 2+ (P) 1+ (N) 0 (N) C,T,G,AC 9 3+ P) 3+ (P) 0 (N) 2+ (P)
10 3+ (P) 2+ (P) 1+ (N) 1+ (N) PF 10 3+ P) 3+ (P) 0 (N) 1+ (N)
11 3+ (P) 2+ (P) 0 (N) 0(N) TL MA, PN,AP 11 +(P) 3+ (P) 0 (N) 2+ (P)

Immunohistochemical expression of the bile transporters (MDR1, MRP2, MRP3 and BSEP) and the associated drugs that triggered the toxic hepatitis.
Tracolimus (TL), micofenolic acid (MA), prednisone (PN), allopurinol (AP), acetaminophen (AC), pentoxifiline (PF), ibuprofen (1), levofloxacin (L), glibencla-
mide (G), metoprolol (MP), Clonazepam (C), Ondansetron (O) and tradol(T)]. Positive expression (P), Negative expression (N).
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was 32.53% (n = 27). In the group of HVC-1, the SVR was
achieved in 27%, and in HVC-2 the SVR was 44%. We found
association between the rs12979860 CC with SVR in a codo-
minant model with OR 4.83; 95% CI, 1.12-20.8, P = 0.033. No
statistically significant association was reported between SVR
and rs8099917 nor rs8103142. In this study, the rs12979860
polymorphism CC, CT and TT was presented at the 24%, 41%
and 35% of patients, respectively. Conclusion. Mexican
HCV-1 infected population treated with peg-INFo and RVB
presented low rate of SVR and it was associated with SNP
rs12979860 CC. The SVR was not associated with SNPs
rs8099917 or rs8103142.

OCCULT HEPATITIS B INFECTION IN
HEMODIALYZED CUBAN PATIENTS
S. SARIEGO FROMETA! E.E. VALDIVIA MALQUI,' L. RODRIGUEZ LAY,
M. BELLO CORREDOR,! M.C. MONTALVO VILLALBA," M. SANCHEZ
WONG,' B. MARRERO SANCHEZ' A. BALY GIL'

INSTITUTO DE MEDICINA TROPICAL PEDRO KOURI, LA LISA, LA HABANA, CUBA.
Introduction. The hemodialyzed (HD) patients are at high
risk of acquiring an infection by hepatitis B virus (HBV). Oc-
cult hepatitis B infection (OBI) is characterized by the presen-
ce in serum or plasma of the viral genome (HBV DNA) and
antibodies against protein of capsid (anti-HBc) in the absence
of the infection marker. OBI harbors potential risk of HBV
transmission through hemodialysis. Purpose. The aim of
this study was to asses OBI in HD patients and to explore pos-
sible associations with socio-demographics and clinical varia-
bles. Material and methods. A total of 709 HD patients
from 18 Cuban dialysis units were included in this study. Ex-
posure to HBV (anti-HBc) and HBV infection (HBsAg) were
tested in all subjects. The antibody level against HBsAg (anti-
HBs) was determined in anti-HBc(+)/HBsAg(-) samples. In
sera with anti-HBs < 50 UI/L was quantified HBV DNA and
was detected HCV infection and replication. Results. The pre-
valence of HBV infection and exposure were 6.9% and 28.6%
in the studied population. Out of 709, 31 patients were anti-
HBc(+)/HBsAg(-)/anti-HBs < 50 UI/L. DNA was detected in
18 of 31 patients (58,1%). There was no association with any
variable. OBI is frequent in HD patients, especially in those
anti-HBc(+)/HBsAg(-) y anti-HBs < 50 UI/L. Conclusions.
The study suggests that protocol for people under hemodiali-
tic treatment should include anti-HBc and positive ones must
be analyzed to detect OBI by molecular techniques. It is the
first time this research is done in Cuba and gives useful
knowledge for the prevention and control of this illness.

ASSOCIATION BETWEEN TNF AND IL6
POLYMORPHISMS AND RESPONSE TO
COMBINATION ANTIVIRAL THERAPY WITH
PEGYLATED INTERFERON AND RIBAVIRIN IN
PATIENTS WITH CHRONIC HEPATITIS C-PARTIAL
RESULTS
J. DINIZ3 N. CARNEIRO DE ARAUJO: L. OLIVEIRA REIS MACIEL? B.
VEIGA SCARDUA? L. NASCIMENTO CAVALCANTE,™* F. TAVARES DE
ALCANTARA,2 G. CHIACCHIO VASCONCELOS DIAS FERRAZ?2 V.

~ CAMPOS DUARTE,® L. LYRA' A. CASTRO LYRA'Z%4
POS-GRADUAGAO EM MEDICINA E SAUDE-UNIVERSIDADE FEDERAL DA BAHIA (SALVADOR),

BRAZIL. 2FACULDADE DE MEDICINA-UNIVERSIDADE FEDERAL DA BAHIA (SALVADOR),

BRAZIL. *POS-GRADUAGAO EM IMUNOLOGIA PPGIM-UNIVERSIDADE FEDERAL DA BAHIA
(SALVADOR), BRAZIL. “HOSPITAL SAO RAFAEL-SALVADOR, BAHIA, BRAZIL.

Purpose. To analyze the influence of IL6 and TNF gene poly-
morphisms in response to antiviral therapy with Pegylated In-
terferon (Peg-interferon) and Ribavirin (RBV) in patients
with chronic hepatitis C. Material and methods. We inclu-
ded 68 outclinic patients with chronic hepatitis C. We analized
-308TNF (G>A) and -174 IL6 (G> C) gene polymorphisms at

promoter region. Results. Among 68 studied patients, 20
(29,4%) achieved sustained virological response (SVR) and 48
(70,6%) were non-responders or relapsers (NR/R) to antiviral
therapy. In this sample 45 (66.17%) were male and the mean
age was 51.4 years. There was a higher proportion of patients
with HCV genotype 1, 46 (67.6%), and they were in greater
proportion among the NR/R group (p = 0.006). In -308TNF
polymorphisms analisis, the G and A allele frequencies were
respectively 73% and 27% in SVR group; and these allele fre-
quencies were 90% and 10% in NR/R group, respectively (p =
0.018). The GG, AG and AA genotype frequencies were, res-
pectively, 50%, 45% and 5% among SVR patients; and 81%,
17% and 2% among non-responders/relapsers. The frequen-
cies of predicted phenotypes for high and low producers were
50% and 21% in SVR group; and 19% and 71% in NR/R group
(p = 0.016). In -174 IL6, genotype frequencies in SVR group
were 45% of GG, 45% GC and 10% CC. In SVR group the ge-
notype frequencies were: 58% GG, 34% GC and 8% CC (p >
0.05). There was not statistical association between IL-6 phe-
notypical frequencies and response to therapy. Conclusion.
These partial results suggest that G allele presence in the -308
TNF (G > A) polymorphism is associated with poor antiviral
therapy response in patients with chronic hepatitis C treated
with pegylated interferon and ribavirin.

INFLUENCE OF POLYMORPHISMS IFN-GAMMA AND
IL-10 IN RESPONSE OF PATIENTS WITH CHRONIC
HEPATITIS C-PARTIAL RESULTS
J. DINIZ® B. VEIGA SCARDUA,? L. OLIVEIRA REIS MACIEL?

N. CARNEIRO DE ARAUJO,2 L. NASCIMENTO CAVALCANTE,#

F. TAVARES DE ALCANTARAZ V. CAMPOS DUARTE? T. MARILIA
PINTO DE MIRANDA SILVA,2 L. LYRA,'#* A. CASTRO LYRA!234
'POST-GRADUATION PROGRAM IN HEALTH AND MEDICINE-FEDERAL UNIVERSITY OF
BAHIA (SALVADOR), BRAZIL. ? MEDICINE SCHOOL-FEDERAL UNIVERSITY OF BAHIA
(SALVADOR), BRAZIL.3POST-GRADUATION IN IMMUNOLOGY-FEDERAL UNIVERSITY
OF BAHIA (SALVADOR), BRAZIL. “SAO RAFAEL HOSPITAL-SALVADOR, BAHIA, BRAZIL.
Purpose. To evaluate the possible association between IL-10
and IFN-y gene polymorphisms and response to combination
antiviral therapy with pegylated interferon and ribavirin in
patients with chronic hepatitis C. Material and methods.
This is a case-control study. The 874 IFNG T> A, IL10 (-1082
G> A,-819 C> T,-592 C> A) polymorphisms were genotyped
by Real Time-PCR. Results. Sixty-eight patients were inclu-
ded and among them 20 achieved sustained virological res-
ponse (SVR) and 48 were non-responders or relapsers (NR/R)
to antiviral therapy; 45 (66.17%) were male and the mean of
age was 51.4 years. There was a higher proportion of patients
with HCV genotype 1 (67.6%) in this sample and they were in
a greater frequency among the NR/R (p = 0.006). In
-308IFNG polymorphism analysis, the the T and A allele fre-
quencies were 0.33 and 0.67 in SVR and NR/R groups, respec-
tively (p = 1.00). The T/T (high cytokine producers), T/A
(intermediate cytokine producers) and A/A (low cytokine pro-
ducers) genotype frequencies were respectively 0.10, 0.45 and
0.45 in patients with SVR and 0.15, 0.38 and 0.47 in NR/R
group. In analysis of IL10, the possible combinations of poly-
morphisms at positions -1082, -819 and -592 produce GCC,
ACC and ATA haplotypes. To perform statistical analysis, ge-
notypes were grouped according to phenotypes. The analysis
showed no significant differences among allele frequencies,
phenotypes and response to therapy. Regarding the genotype
frequency, the GCC/GCC frequencies observed were 0.15 SVR
group and 0.08 in NR/R group. The frequency of ACC / ACC
was 0.05 in the SVR group and 0.17 among NR/R patients.
The ACC/ATA frequency was 0.40 among sustained respon-
ders and 0.17 in NR/R. The frequency of ATA/ATA was 0.14
in the NR/R and there was no patients with this genotype
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among sustained responders. There was no statistically signi-
ficant differences in these analysis. Conclusion. This analy-
sis of data showed no association between IL10 and IFNg gene
polymorphisms and response to antiviral therapy in indivi-
duals with chronic hepatitis C. The small sample size may
have influenced these analysis outcome.

EVALUATION OF CLDN1 GENE POLYMORPHISMS IN
PATIENTS WITH CHRONIC HEPATITIS C:
ASSOCIATION WITH ANTIVIRAL THERAPY
RESPONSE-PARTIAL RESULTS
L. NASCIMENTO CAVALCANTE,' L. OLIVEIRA REIS MACIEL?

F. TAVARES DE ALCANTARA2 T. MARILIA PINTO DE MIRANDA SILVA?2
G. CHIACCHIO VASCONCELOS DIAS FERRAZZ V. CAMPOS DUARTE,?
B. VEIGA SCARDUA,2 N. CARNEIRO DE ARAUJO,?

A. LUIZA DIAS ANGELO; A. CASTRO LYRA'2
'POST-GRADUATION PROGRAM IN HEALTH AND MEDICINE-FEDERAL UNIVERSITY OF
BAHIA (SALVADOR), BRAZIL. 2MEDICINE SCHOOL- FEDERAL UNIVERSITY OF BAHIA
(SALVADOR), BRAZIL. *IMMUNOLOGY LABORATORY-FEDERAL UNIVERSITY OF BAHIA
(SALVADOR), BRAZIL.

Purpose. Claudin-1 (CLDN1) is part of the family of integral
membrane proteins involved in occlusion junctions structure
and their variations. They are found in gene regulatory regions
and might have a role in HCV infection changing the suscepti-
bility to virus and, consequently, the viral clearance. The aim
of this study was to evaluate the possible association between
CLDN1 gene polymorphisms in patients with chronic hepatitis
C and response to combination antiviral therapy with pegylated
interferon and ribavirin. Material and methods. This is a
case control study. Two single nucleotide polymorphisms of the
gene CLDN1 [rs98482283 (IVS-2983) and rs9865082 (-7153)]
were studied. Results. In rs98482283 (IVS-2983), the allele C
frequency was 29.7% in nonresponders/relapsers group (NR/R),
while the frequency among virologic sustained responders was
18.8%. Individuals with C allele had 1.83 more chance to be in
NR/R group, however there were no statistical significant in
this analysis (p = 0.12, OR = 1.83). At rs9865082 (-7153), G
allele was found in 85.4% in NR/R group, while in NR/R group
G allele frequency was 93.3%. The A allele frequency was 14.6%
in NR/R group and 6.7% among sustained responders patients.
Despite the higher G allele frequency suggests some protection
(OR 0.42), there was no statistically significant association
(p = 0.35). Conclusion. The CDLN1 polymorphisms in
rs98482283 (IVS-2983) and rs9865082 (-7153) were not statisti-
cally associated with response to therapy, but the partial results
suggest the CDLN1 could be a potential prognostic marker to

therapy response in individuals with chronic hepatitis C.

ASSOCIATION BETWEEN IL28B GENE
POLYMORPHISMS AND ANTIVIRAL THERAPY
RESPONSE IN PATIENTS WITH CHRONIC HEPATITIS
C: PARTIAL RESULTS
L. NASCIMENTO CAVALCANTE,' V. CAMPOS DUARTE,?
L_OLIVEIRA REIS MACIEL? T. MARILIA PINTO DE MIRANDA SILVA?
F. TAVARES DE ALCANTARA2
G. CHIACCHIO VASCONCELOS DIAS FERRAZ?

B. VEIGA SCARDUA,2 N. CARNEIRO DE ARAUJO,2 A. LUIZA DIAS
ANGELO,®> A. CASTRO LYRA'?
1POST-GRADUATION PROGRAM IN HEALTH AND MEDICINE - FEDERAL UNIVERSITY OF
BAHIA (SALVADOR), BRAZIL. 2MEDICINE SCHOOL- FEDERAL UNIVERSITY OF BAHIA
(SALVADOR), BRAZIL. 3 IMMUNOLOGY LABORATORY - FEDERAL UNIVERSITY OF BAHIA
(SALVADOR), BRAZIL.

Purpose. The IL28B gene polymorphisms have been studied
in patients with chronic hepatitis C in an attempt to find bet-
ter prognostic markers that influence clinical outcome, par-
ticularly, response to treatment. This study evaluated the
association between the IL28B polymorphism (rs12979860)

and combination antiviral therapy with pegylated interferon
and ribavirin in patients with chronic hepatitis C. The secon-
dary aim was to evaluate if the IL28B polymorphisms can be a
marker of liver fibrosis (liver biopsy were analyzed according
to Metavir score: FO-F2 = mild liver fibrosis; F3-F4 = advan-
ced liver fibrosis). Materials and methods. It is a case-con-
trol study. 166 patients with chronic infection with HCV
genotype 1 were included, older than 18 years, with liver biop-
sy (analyzed by METAVIR score). They were treated with an-
tiviral therapy with pegylated interferon/ribavirin previously.
Results. 60 patients had sustained virological response (SRV)
to antiviral therapy and 106 were nonresponders/relapser
(NR/R). In the IL28B analysis, patients with CC genotype had
higher rates of SVR (64.1%) while those with CT and TT
genotypes had 26.9% and 29.4%, respectively (p = 0,000172).
In this sample, 143 patients were included in liver fibrosis
analysis; 72 had METAVIR < F2 and 71 of them F3/F4. Ac-
cording to IL28B genotypes, 42.4% of CC patients had Meta-
vir score < F2 and 57,6% of them were F3/F4; 51.9% of
patients with CT genotype had Meravir < F2 and 48.1% had
F3/F4; among patients with TT, 54.8% had Metavir < F2 and
45,2% had Metavir score F3/F4 (p = 0.561). Conclusion.
In the present study, in agreement with international data, the
CC genotype of IL28B gene (rs12979860) was associated with
sustained response to combined treatment with peg-interferon
and ribavirin. The IL28B gene polymorphisms (rs12979860)
were not associated with liver fibrosis in these patients with
chronic hepatitis C.

IMPACT OF SUSTAINED VIROLOGIC RESPONSE ON
QUALITY OF LIFE IN CHRONIC HEPATITIS C VIRUS
CARRIERS: SYSTEMATIC REVIEW AND META-
ANALYSIS
R._DALTRO-OLIVEIRA,' M. MORAIS-DE-JESUS,2 S. SENNA-
GONGALVES," R. ARAUJO LIMA,' C. IRIS_ROCHI\-LEITE,2 K. M. DA
SILVA PETTERSEN,2 A. DUARTE DIAS,2 A. M. AQUINO MIRANDA-
SCIPPA,'2 L. CASTRO QUARANTINI'2
"FACULDADE DE MEDICINA DA BAHIA, UNIVERSIDADE FEDERAL DA BAHIA, SALVADOR,
BAHIA, BRAZIL. 2PROGRAMA DE POS-GRADUAGAO EM MEDICINA E SAUDE,
UNIVERSIDADE FEDERAL DA BAHIA, SALVADOR, BAHIA, BRAZIL.
Purpose. We sought to create a meta-analysis and to review
systematically the evidence in literature of health-related qua-
lity of life (HRQOL) changes caused by sustained virologic
response (SVR) in chronic hepatitis C virus carriers. Mate-
rial and methods. A PubMed search was performed using
the keywords “Hepatitis C”, “Quality of Life” and “Therapy”.
The reviewers came to a consensus on articles that were selec-
ted to full reading and should be included in the study.
A meta-analysis was performed of mean change difference
between responders and non-responders. The Q test was used
to assess statistical heterogeneity and the 12 statistic for mea-
suring the degree of inconsistency. Egger’s test was used to
evaluate the possibility of the occurrence of publication bias.
Results. Eleven studies were included in systematic review
and four in meta-analysis. Nine studies showed more favora-
ble outcome for responders. The meta-analysis showed that
the general health and vitality domains had statistically signi-
ficant mean change difference between responders and non-
responders. Conclusion. There is evidence indicating that
SVR is accompanied by an improvement in HRQOL and pa-
tients reaching SVR have clinically relevant improvement in
domains of general health and vitality. Moreover, in most stu-
dies which patients were unaware of response to treatment,
patients with SVR have a better outcome than non-respon-
ders, indicating that knowledge of SVR alone does not explain

the difference in HRQOL between these two groups.



754
[

Abstract section. XXII Meeting of the Latin American Association for The Study of the Liver. Annls of Hepatology, 2012; 11 (5): 751-805

HIGH PREVALENCE OF OVERWEIGHT IN PATIENTS

WITH CHRONIC VIRAL HEPATITISBOR C
P. LACRISIO-DOS-REIS-MENTA,' E. MARIA DE CARVALHO-
NASCIMENTO,! E. BASSETTI-SOARES,! L. DINIZ-SILVA," R. TEIXEIRA!
TAMBULA ?'OHIO DE HEPATITES VIRAIS DO INSTITUTO ALFA DO HOSPITAL DAS
CLINICAS DA UNIVERSIDADE FEDERAL DE MINAS GERAIS, BRASIL.
Background. The prevalence of nutritional disorders in pa-
tients with chronic viral hepatitis ranges from 20% (obesity) 1
to 80% (malnutrition) 2. Obesity can accelerate the liver viral
damage. Hence, the aim of this study was to evaluate the nu-
tritional status of patients with chronic hepatitis B or C. Ma-
terial and methods. 178 patients with confirmed viral hepatitis
C (anti-HCV and HCV RNA positive) (n = 126) or B (HBsAg
positive) (n = 52) were prospectively included. The nutritional
assessment consisted of body mass index (BMI-kg/m?), mea-
surement of triceps skinfold thickness (TSF), waist circumfe-
rence (WC) and percentage body fat (% BF). This study was
approved by the Ethics Committee of UFMG. Data were
analyzed by SPSS 16.0. Results. 82/178 (46.1%) were men
and 96/178 (53.9%) women, mean age 50.7 = 11.5 years, 25
(14%) with compensated cirrhosis. By BMI and TSF patients
were classified as underweight (10/178 [5.6%] and 64/176
[36.4%]), overweight (84/178 [47, 2%] and (72/176 [40.9%])
and eutrophic (84/178 [47.2%] and (40/176 [22.7%]), respecti-
vely. By WC, the cardiovascular risk of 122 patients was low
in 64 (52.5%) high in 23 (18.9%) and very high in 35 (28.7%).
The percentage of BF evaluated in 85 patients was below ave-
rage in 18 (21, 2%), above average in 22 (25.9%) and high le-
vel for obesity-related diseases in 45 (52.9%). No significant
differences in nutritional assessment of patients with HBV or
HCV (p > 0.20) were noted. In both groups, significant asso-
ciation was observed among cardiovascular risk and overweight
by BMI (OR, 23.1, 95% CI, 9.0-59.1, p < 0.0001), TSF (OR,
4.9, 95% CI, 2.3-10.7, p < 0.0001), and risk of diseases asso-
ciated with obesity by BMI (OR, 14.6, 95% CI, 4.9-42.3, p <
0.0001) and TSF (OR, 4.9, 95% CI, 2.0-12.4, p < 0.0001).
Conclusion. The high prevalence of overweight and its po-
tential complications in patients with chronic hepatitis B or C
reinforce the importance of the nutritional assessment aiming
the early diagnosis and specific treatment of these disorders in
clinical practice.

NUTRITIONAL DISORDERS IN PATIENTS WITH
CHRONIC VIRAL HEPATITISBORC
P. LACRISIO DOS-REIS-MENTA,' E. MARIA DE CARVALHO-
NASCIMENTO,! E. BASSETTI-SOARES,! L. DINIZ-SILVA," R. TEIXEIRA!
TAMBULA TOH/O DE HEPATITES VIRAIS DO INSTITUTO ALFA DO HOSPITAL DAS
CLINICAS DA UNIVERSIDADE FEDERAL DE MINAS GERAIS, BRASIL.
Background. The nutritional disorders, especially obesity
and malnutrition are common in patients with chronic viral
hepatitis B and C. However, the prevalence and clinical signi-
ficance are not well established. Hence, this study aimed to in-
vestigate the nutritional status and its association with
severity of liver disease. Material and methods. 192 patients
with chronic hepatitis B (n = 56) or C (n = 136) were prospec-
tively included in their pre-treatment evaluation. Nutritional
status was determined by subjective global assessment (SGA),
body mass index (BMI) and body fat percentage (BF%). The li-
ver biopsies were scored by METAVIR and cirrhosis, if pre-
sent, was classified by Child-Pugh. The study was approved
by the Ethical Board of UFMG. Results. 89/192 (46.4%) were
men, 103/192 (53.6%) women, mean age 50.8 = 11.4 years. 33
(17.2%) patients were diagnosed as cirrhotic by clinical and/or
histology criteria (72.7%, 18.2% and 9.1% Child-Pugh A, B
and C, respectively, ascitis in 7.3%). The METAVIR scores of
liver biopsies (n = 61) were: A0-1: n = 32 (52.5%), A2-3: n =
29 (47.5%), F0-2: n = 46 (75.4%) and F3-4: n = 15 (24.6%). By

BMI, 12/192 (6.3%) were classified as underweight, 90/192
(46.9%) as overweight or obese, and 90/192 (46.9%) as eutro-
phic. The BF% was below average in 21/96 (21.9%), above ave-
rage in 24/96 (25.0%) and risk for obesity-related diseases in
49/96 (51.0%). Nutritional status, assessed by the SGA, revea-
led that 12/ 33 patients (36.4%) had malnutrition associated
with cirrhosis (OR 3.6, 95% CI, 1.5-8.2, p = 0.002), 8 (24.2%),
being 3 (9.1%) classified as Child-Pugh C (p = 0,05). 12/96
(12.5%) malnourished patients had low % BF (OR, 7.0, 95%
CI, 2.4-20.2, p < 0.0001). Conclusion. Despite the known as-
sociation of malnutrition with more advanced liver disease,
about 50% of patients with hepatitis B or C have overweight,
obesity and high body fat percentage. This study reiterates
the importance of nutritional assessment in clinical practice
for early detection and management of nutritional disorders
in patients with chronic hepatitis B or C given its negative im-
pact on the outcome of liver disease.

PREVALENCE OF MAJOR DEPRESSIVE DISORDERS
IN PATIENTS WITH CHRONIC HEPATITIS C AND
PSYCHOMETRIC PROPERTIES OF HADS AND HDRS
SCALES FOR THE SCREENING OF DEPRESSIVE
DISORDERS
R. FERREIRA ARAUJO,' L. RODRIGUES CUNHA' L. DINIZ SILVA'?

R. TEIXEIRA,'2 F. SILVA NEVES'2 ’
TINSTITUTO ALFA DE GASTROENTEROLOGIA DO HOSPITAL DAS CLINICAS -
UNIVERSIDADE FEDERAL DE MINAS GERAIS, BELO HORIZONTE - BRAZIL.
2FACULDADE DE MEDICINA DA UNIVERSIDADE FEDERAL DE MINAS GERAIS, BELO
HORIZONTE - BRAZIL.

Purpose. To estimate the prevalence and associated factors of
major depressive disorder (MDD) in patients with chronic he-
patitis C. To evaluate the psychometric characteristics of the
Hamilton depression scales (HDRS) and the Hospital Anxiety
and Depression Scale (HADS) for the diagnosis of depression
in this population. Material and methods. 120 patients with
chronic hepatitis C (52 male and 68 female) were included.
They underwent psychiatric investigation through a clinical
structured interview MINI-Plus. Clinical, laboratory and so-
cio-demographic factors were compared between groups. The
psychometric properties of HADS and HDRS scales were as-
sessed for use in this population. Results. The mean age was
53 = 11 years. The average time of diagnosis of infection was
23 * 10 years. 22 (16.4%) patients had liver cirrhosis. The
most frequent psychiatric disorder was MDD (n = 41, 30.6%).
In multivariate analysis, factors that correlated with MDD
were: previous episode of MDD (PR = 2), anxiety disorders
(PR = 2.5) and diabetes (PR = 1.9). The HADS showed good
agreement (Kappa = 0.639) and area under the ROC curve of
0.903; low sensitivity (67.6%) and high specificity (93.2%)
using a cutoff of eight. The HDRS showed good agreement
(Kappa = 0.664) and area under the ROC curve excellent
(0.931). The sensitivity and specificity were respectively
(91.9% and 80.0%). Conclusions. MDD is the most frequent
psychiatric comorbidity in patients with hepatitis C and is sig-
nificantly associated with anxiety disorders, diabetes and pre-
vious history of MDD. HDRS and HADS showed good
agreement with the clinical diagnosis of MDD.

THE IMMUNOLOGICAL PROFILE OF COINFECTION
WITH HUMAN T LYMPHOTROPIC VIRUS TYPE 1 AND

HEPATITIS C VIRUS
M._SILVA,' C. SILVA," G. MACHADO,2 A. ATTA,' M. ATTA," S. FREIRE,'
E. CARVALHO,'? M. SCHINONI,' R. PARANA'?
1 FEDERAL UNIVERSITY OF BAHIA, SALVADOR, BAHIA, BRAZIL.2 ESCOLA BAHIANA DE
MEDICINA E SAUDE PUBLICA, SALVADOR, BAHIA, BRAZIL.
Purpose. Coinfection by hepatitis C virus (HCV) and human
T-lymphotropic virus type 1 (HTLV-1) has been reported in



Abstract section. XXII Meeting of the Latin American Association for The Study of the Liver. Annats of Hepatology, 2012; 11 (5): 751-805

755

multiple geographical regions and is a result of the similarity
in the transmission pathway of both viruses. The objective is
to assess and describe the clinical, epidemiological and immu-
nohistopathological aspects of this coinfection. Material and
methods. Cross-sectional study from 44 patients —23 coinfec-
ted by HCV and HTLV-1 (group 1), 21 monoinfected by HCV
(group 2) and 20 monoinfected by HTLV-1 (group 3)- submit-
ted to a clinical-epidemiological and laboratorial survey (cyto-
kine profiles and autoantibodies). Results. There were no
clinical or anthropometric differences between the groups.
There was a higher serum concentration of IFN gamma in
serum samples from the group 1 as well as a higher degree of
hepatic steatosis when compared with the group 2 (p < 0.01),
but the group 3 presented greater levels of IFN gamma. There
was also a higher concentration of total protein and globulin
in the group 1 (p < 0.01). The production of IL-2 on the
group 1 presented an average of 6.37 pg/mL, vs. 8.71 pg/mL
on group 3 (p < 0.05). There was a higher prevalence of mild
or moderate stages of liver disease among the group 1 and a
larger number of patients with cirrhosis in group 2. Conclu-
sions. The TH1 response induced by infection by HTLV-1
proved to be less intense when associated to the infection by
VHC, suggesting that coinfection may result in a different
pattern of HCV infection due to the immunological disorders
associated with HTLV-1.

POSTTRAUMATIC STRESS DISORDER AND

QUALITY OF LIFE IN HEPATITIS C PATIENTS
R._DALTRO-OLIVEIRA,! M. MORAIS-DE-JESUS,2 K.M. DA SILVA
PETTERSEN,2 L. DI DOMIZIO AMARAL2 M. ANDRADE-NASCIMENTO,%?
C. IRIS ROCHA-LEITE2 P. LISBOA BITTENCOURT;? R. PARANA,‘*E'3
A. DUARTE DIAS,2 L. CASTRO QUARANTINI"?3
FACULDADE DE MEDICINA DA BAHIA, UNIVERSIDADE FEDERAL DA BAHIA, SALVADOR,
BAHIA, BRAZIL. 2PROGRAMA DE POS-GRADUAGAO EM MEDICINA E SAUDE,
UNIVERSIDADE FEDERAL DA BAHIA, SALVADOR, BAHIA, BRAZIL. °*HOSPITAL
UNIVERSITARIO, UNIVERSIDADE FEDERAL DA BAHIA, SALVADOR, BAHIA, BRAZIL.
Purpose. To investigate the impact of posttraumatic stress di-
sorder (PTSD) symptoms on health-related quality of life in
hepatitis C virus-infected subjects. Material and methods.
The sample of the study was 79 consecutive hepatitis C-infec-
ted outpatients. The diagnosis of mental disorders was obtai-
ned using the Mini International Neuropsychiatric Interview,
Brazilian Version 5.0.0 (MINI PLUS), PTSD was diagnosed
from the scores of the Brazilian version of the PCL-C and
Trauma History Questionnaire (THQ); the Short-Form 36
(SF-36) was used to measure the quality of life. Results.
Roughly 14% of patients showed PTSD symptoms. The results
demonstrate a significant association between the presence of
PTSD and quality of life, notably, patients with partial PTSD
have impairments intermediate between the absence of full
PTSD and PTSD (p = 0.02). The bivariate analysis showed a
negative impact of PTSD symptoms in the following SF-36
domains: bodily pain, general health, vitality, social aspects,
emotional aspects and mental health. Conclusion. This stu-
dy demonstrated that PTSD is a disorder that causes signifi-
cant impairment in quality of life of patients with chronic
hepatitis C, even after controlling for confounders. These re-
sults reinforce the importance of vigorously investigate as-
pects of mental health of these populations as the presence of

traumatic experiences and posttraumatic stress disorder.

TREATMENT OF CHRONIC HEPATITIS DELTA WITH
PEGYLATED INTERFERON-ALPHA PLUS ENTECAVIR
IN PATIENTS FROM WESTERN AMAZON REGION,

BRAZIL. WEEK 24 INTERIM ANALYSIS
LM BORZACOV,' D.S. VIEIRA,2 L.F. BOTELHO2 A.0. SANTOS?
JM.  VILLALOBOS-SALCEDO!

TAMBULATORIO DE HEPATITES VIRAIS, CENTRO DE PESQUISA EM MEDICINA
TROPICAL, INSTITUTO DE PESQUISA EM PATOLOGIAS TROPICAIS, PORTO VELHO,
RONDONIA, BRAZIL.2LABORATORIO DE VIROLOGIA MOLECULAR, CENTRO DE
PESQUISA EM MEDICINA TROPICAL , INSTITUTO DE PESQUISA EM PATOLOGIAS
TROPICAIS, PORTO VELHO, RONDONIA, BRAZIL.

Background and aims. The HDV is a defective RNA virus.
In other Amazonian countries, was described HDV genotypes
I and III. Hepatitis D is the only form of viral hepatitis for
which there is not an established treatment, however several
therapeutic strategies can be employed. The current study
aims to report preliminary results for clinical trial using pe-
gylated interferon-alpha plus Entecavir in patients followed.
Material and methods. Patients with chronic HDV, defined
as anti-HD IgG positive and HDV-RNA positive, were prospec-
tively included for treatment with 180 ug PEG-IFN-o 2a plus
Entecavir 0.5 mg day for 48 weeks and followed for 24 weeks.
Investigations included baseline level serum HBV-DNA and
HDV-RNA and kinetic for 4, 12, 24 and 48 week, determina-
tion of HBV and HDV genotypes and histological evaluation.
HBV-DNA and HDV-RNA level was assessed by RT-PCR.
This is week-24 interim analysis. Results. Tirty seven pa-
tients were screened and enrolled. 28% white, 5% black, and
67% Amerindians; 56% female; mean age 45.3 years; 61%
HBV-DNA positive with mean baseline 5.674 UI/mL and
HDV-RNA baseline was 135,768 copies/mL. HDV genotype III
was detected in all patients. Fibrosis score none to mild Al
20% F1 36%; moderate A2 68% F2 40% F3 12%; severe A3
12% F4 12%. All patients were positive HBV-DNA in 4-week
including negative baseline patients. Twenty seven patients
completed 24-week of treatment and twenty seven was
HDV-RNA negative. Conclusion. Combined treatment with
PEG-IFN-o 2a plus Entecavir, resulted in high early virolo-
gic response rates in co-infected HBV/HDV patients with ge-
notype III.

INTERFERON LAMBDA SERUM LEVELS IN PATIENTS
WITH CHRONIC HEPATITIS C VIRUS INFECTION
AND ITS RELATIONSHIP WITH THE RESPONSE TO
ANTIVIRAL TREATMENT AND IL28B
POLYMORPHISMS
C. TORRES BODEVIN,' M. VENEGAS SANTOS,' J. BRAHM BARRIL'
TUNIVERSITY OF CHILE CLINICAL HOSPITAL, SANTIAGO, CHILE.
Purpose. To measure serum levels of interferon lambdas
(IL28A/B and IL29) in chronically infected hepatitis C virus
(HCV) patients under peginterferon plus ribavirin therapy.
Material and methods. We studied 45 infected with genoty-
pe 1 HCV patients, quantifying levels of IL28A/B and IL29 by
ELISA before and at 12 weeks of treatment, and comparing
between patients who developed a sustained virologic response
(SVR) and non-responders (NR). Furthermore, it was evalua-
ted the IL28B polymorphisms (rs12979860 and rs8099917).
Results. Groups were comparable in age, male/female ratio
and baseline viral load. IL28A/B and IL29 measurement was
not significantly different between patients with SVR and NR
in samples at baseline and at 12 weeks of treatment. The
rs12979860 CC allele carriers had a tendency to higher IL28A/B
(p = 0.171) and IL29 (p = 0.068) levels than non-CC carriers
in baseline samples, and IL29 at 12 weeks (p = 0.086). Regar-
ding SNP rs8099917, the TT allele had a higher levels than
non-TT of IL28A/B (93.6 pg/mL + 44.4 vs. 15.2 pg/mL + 4.7,

= 0.005) and IL29 (853.1 pg/mL + 754.8 vs. 47.2 pg/mL +
15.2; p = 0.05) levels, in baseline samples. In samples at 12
weeks, IL29 levels had only a tendency to higher levels in TT
carriers than in non-TT (p = 0.057). Conclusion. We did not
obtain differences in levels of IL28A/B and IL29 associated at
the response to treatment, so its use as a prognosis and treat-
ment monitoring tool seems limited. The higher levels in good
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responder alleles could are more related to an infection protec-
tive mechanism, but not involved in the antiviral therapy.

HIGH PREVALENCE OF CHRONIC HEPATITIS B

HBEAG NEGATIVE IN BELO HORIZONTE, BRAZIL
LR. ANDRADE," LD. SILVA'? E. BASSETTI-SOARES, R.D.
CAMBRAIA,' CM. GUIMARAES,'2 R. TEIXEIRA'2
'CLINIC OF VIRAL HEPATITIS, CLINICAL HOSPITAL, FEDERAL UNIVERSITY OF MINAS

GERAIS, BELO HORIZONTE, BRAZIL. ?FACULTY OF MEDICINE, FEDERAL UNIVERSITY
OF MINAS GERAIS, BELO HORIZONTE, BRAZIL.

Objectives. This study evaluated the virological and clinical
characteristics of patients with chronic hepatitis B (CHB) and
in Belo Horizonte, Brazil. Material and methods. Demogra-
phic and clinical data of 235 patients with CHB in replicative
phase (HBVDNA > 2,000 IU/mL) were analyzed in a cross-
sectional study. Results. 156 (66.4%) patients were HBeAg
negative. Comparative analysis between HBeAg negative and
positive patients were, respectively: 66% and 84.8% males (p =
0.002), mean age 44.7 + 11.2 and 42.8 = 14.6 years (p =
0.16), median ALT levels 71 vs. 117 IU/mL (p < 0.001) and
median HBVDNA levels 3.3 x 107 IU/mL vs. 6.5 x 108 IU/mL,
(p < 0.001). Lower prevalence of cirrhosis was observed in
HBeAg negative patients (38.5% vs. 58.2%, p = 0.004), but no
differences were found in patients with HCC (6.4% vs. 10.1%,
p = 0.31). Age > 40 years (PR = 2.91, 95% CI = 1.87 to 4.54,
p < 0.001), male gender (PR = 2.00, 95% CI = 1.30 to 3.09,
p = 0.002) and alcoholism (PR = 2.03, 95% CI 1.56 to 2.64,
p < 0.001) were risk factors for cirrhosis regardless the status
of HBeAg. By univariate analysis, cirrhosis (p = 0.003), older
age (p = 0.043) and alcoholism (p = 0.025) were risk factors
to HCC, but only cirrhosis was the risk identified in multiva-
riate analysis (PR = 16.29, 95% CI 2.60 to 102.19, p = 0.003).
Conclusions. The prevalence of HBeAg negative CHB in
Belo Horizonte is higher than HBeAg positive. HBeAg negati-
ve had lower levels of HBVDNA and ALT. Cirrhosis had hig-
her prevalence in male individuals above 40 years and was the
risk factor for HCC regardless of the status of HBeAg.

CURRENT STATE OF A SELECT POPULATION OF
PATIENTS INFECTED BY HEPATITIS C VIRUS. CUBAN

EXPERIENCE
DORTA Z,' CASTELLANOS M, CORDOBA M,! GONZALEZ D; CINZA Z,2
DUENAS §?

"NATIONAL INSTITUTE OF GASTROENTEROLOGY, HAVANA, CUBA. 2GENETIC
ENGINEERING AND BIOTECHNOLOGY CENTER, HAVANA, CUBA.
Purpose. The incidence reported in Cuba by hepatitis C virus
(HCV) is considered low, the purposes of the study were
identifying the epidemiological characteristics of a select
population of patients infected by HCV. Material and
methods. The research was designed as a cross sectional stu-
dy of 207 patients with positive RNA detected by PCR techni-
ques and conducted at the National Institute of
Gastroenterology during the last two years, 2009-2011. The
epidemiological, clinical, virological characteristics and more
common histopathological diagnoses were recorded. SPSS
statistical software was used to carry out statistical analysis.
Results. The infection was present in 110 womans/ 97 males,
the average age was 48 = 9.6 years, a greater part of them
was original from the western regions of the country. The
surgical, odontological treatments and blood transfusions
were the most frequent probable transmission patterns infec-
tion identified in 79.7%, 68.6% and 46.4%. The time of evolu-
tion of HCV infection since first clinical or laboratory findings
to the detection of the virus was dated around 4.26 years,
only 25.6% have had a past history of anti-hepatitis B immu-
nization. 74.4% have not had any kind of treatment before
with antiviral drugs. The most frequent symptoms were as-

thenia, arthralgia, and elevated transaminases. Genotype 1b
is the most prevalent one in the sample, identified in 92.5. The
histopathological diagnoses evidenced 90% with chronic hepa-
titis and 7.7% with liver cirrhosis. Conclusions. Because the
social and ethics implication of HCV infection, it’s important
to apply the epidemiological control programmes in the cu-
rrent clinical practice.

EFFECT OF THE TREATMENT OF HEPATITIS C WITH
INTERFERON (IFN) AND RIBAVIRIN (RBV) IN THE
BODY COMPOSITION MEASUREMENT BY DEXA IN

HIV-HCV COINFECTED PATIENTS
I. DE LOS SANTOS GIL,' M. MANZANO LUQUE," J. SANZ SANZ'
"HOSPITAL UNIVERSITARIO DE LA PRINCESA. INSTITUTO DE INVESTIGACION
PRINCESA. MADRID, ESPANA.

Background. HIV infection and the antiretroviral therapy
(ART) have been associated with lipodystrophy (LD), and IFN
has been shown to be associated with weight loss, sometimes of
difficult recovery once completed. We unknown the effect of this
treatment on the body composition, mainly body fat, in a group
of patients, as HIV-infected, already with a degree of LD. Purpo-
se. To assess the body composition in HIV-HCV patients that
start treatment with IFN/RBV and the changes at its ending.
Material and methods. Pilot and prospective study of HIV-
HCV patients. We performed (baseline and at the end of treat-
ment) clinical and laboratory parameters, HIV and HCV-related,
as well as HCV-PCR 24 weeks after the completion of treatment
to assess SVR. Total and regional body fat contents were measu-
red in the same periods with DXA (Dual energy X-ray absorptio-
metry) scanners. For LD diagnostic we used the definition of fat/
mass ratio (FMR): absence, when is < 1, obvious when is > 1.5,
and between 1-1.5 it could have LD but is better to see the evolu-
tion. Data are expressed in median. Results. We have included 10
male patients; age 45 yo; time on ART 115 months. HIV VL <
20 in 9; CD4 count 577/mm’. Genotype 1 in 8, and 3 in 2. Time
on IFN/RBV: 10 months. SVR in 6 patients. At the end of the
treatment we observed a decrease in the level of total, HDL and
LDL-cholesterol (expressed in percentage: 4, 16 and 1.5 respecti-
vely) and a slightly increase in the level of TGR (9%). The total
body mass decreased 7% (from 76.2 kg to 70.6), the total body fat
decreased 18.4% (from 21.060 g to 17.172) and the total lean
mass decreased only 3%. When the results are expressed in per-
centage and by regional parts we observed also a decrease in all
the parameters: 11% in total body fat (from 26.3 to 23.4), 6% in
the fat in arms (21.9 to 20.5), 10% in total fat in legs (22.5 to
20.3) and 12.5% in total trunk fat (30.3 to 26.5). The FMR also
decreased from 1.5 to 1.4. Conclusions. In these patients, due to
ART, we observed a trend to LD at baseline, as the FMR was 1.5.
After 10 months on treatment with IFN/RBV there was a de-
crease in the total body mass (7%), mainly due to the loss of to-
tal body fat and less in the lean mass. Regarding the percentage
of fat loss, we observed the biggest decrease in the trunk fat and
the lesser in the limbs fat. So, the FMR also decreased. This
effect doesn’t get worse the baseline LD, on the contrary it im-
proves it, although very slightly (decrease of 0.1 in FMR), and
could serve to advise the patients and not to be afraid of a possi-
ble worsening of LD. The study is ongoing and the next objective
will be to perform DXA one year after the end of treatment and
to expand the cohort to study clinical or laboratory factors rela-
ted with these results.

TREATMENT OF HEPATITIS C AND DIRECT

ANTIVIRAL AGENTS IN A CLINICAL SETTING
JOSE C. BALINAS,' MANUEL ARIAS,! JOHN BASSETT,! DAWN
TORRES," MARIA SJOGREN'

"WALTER REED NATIONAL MILITARY MEDICAL CENTER, BETHESDA, MD, USA.
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Aim. To observe the response to therapy with Interferon, ri-
bavirin and protease inhibitor (DAA) in the clinic as compared
to results reported in clinical trials. Material and methods.
48 consecutive patients with chronic HCV, genotype 1 were
treated with triple therapy (36 with Telaprevir, 12 with Boce-
previr) following FDA guidelines. Patients were monitored to
observe on-treatment and sustained viral response, as well as
side effects. Results. Of the 48 patients, 60% were men, 15
(31%) were treatment-naive, 24 were previous non-responders
and 9 relapsers. The mean age was 54.5 years (69% were older
tan 50). The IL28B was CC in 12%, CT in 67% and TT in 21%.
Fibrosis stage 3 or 4 was observed in 34%, viral load was high
in 77%. Five patients were discontinued for adverse events or
on-treatment failure (3 Telaprevir, 2 Boceprevir).

Table 1.

Weeks in therapy Telaprevir

HCV RNA negative (%)

Boceprevir
HCV RNA negative (%)

4 weeks (n = 48) 34/36 (94) 2/12 (17)
8 weeks (n = 48) 34/36 (94) 8/12 (67)
12 weeks (n = 48) 34/36 (94) 9/12 (75)
24 weeks (n = 41) 25/29 (86) 9/12 (75)

Among the 15 naive-to-treatment patients, the HCV RNA was
undetectable in 93% after 4 weeks of starting telaprevir (or 8
weeks for boceprevir) while it was undetectable in 75% of pre-
vious nonresponders or relapsers. Similar response was also
observed at weeks 12 and 24. Conclusion. Our experience
with DAA shows excellent results in non-selected patients is
excellent similar to randomized clinical trials. We are monito-
ring patients for sustained viral response.

PERFORMANCE OF MOLECULAR METHODS FOR
DETECTION OF DNA OF HEPATITIS B VIRUS (HBV)
AMONG INFECTED INDIVIDUALS
LM. VILLAR' M.M. PORTILHO,! M. DA SILVA,' T.M.D. GONGALVES,
P.S.F. DE SOUZA," L.L. LEWIS-XIMENEZ,'! E. LAMPE,' M.L. BAPTISTA!
'VIRAL HEPATITIS LABORATORY, OSWALDO CRUZ INSTITUTE, FIOCRUZ, RIO DE
JANEIRO, BRAZIL.

Purpose. Molecular tests for detection and quantification of
HBV DNA are important to determine and to monitore antiviral
treatment. In addition, molecular assays are essential for identi-
fication of mutations in HBV genome. The objective of this study
is to evaluate the performance of four methods (three qualitative
and one quantitative) for HBV diagnosis. Material and
methods. In this study, sera samples from 48 acute or chronic
HBYV cases without previous treatment and referred to Viral He-
patitis Ambulatory (Fiocruz, Rio de Janeiro, Brazil) were inclu-
ded. Three qualitative methods were evaluated: semi-nested PCR
for HBV surface gene (S), PCR for HBV core region (C) and
PCR for HBV S region. A commercial quantitative method that
amplifies S gene was also employed: Cobas Amplicor HBV Moni-
tor test (Roche Diagnostics, USA). Results. Mean age of the
participants was 42 years and most of them were male (70.8%).
All individuals were HBsAg reactive, 15 presented HBeAg and 17
were anti-HBc IgM reactive. HBV DNA was detected using semi-
nested PCR, a PCR for S gene, a PCR for C gene and quantitative
method in 89.6%, 60.4%, 47.9% and 87.5% of samples, respecti-
vely. HBV mean viral load was 132.361 copies/mL, where 17
samples presented HBV DNA and two were HBV DNA negative
by all methods evaluated. Conclusions. The semi-nested PCR
and commercial quantitative methods were the most efficient for
detection and/or quantification of HBV DNA in this study
population, and may be used for detection and monitoring of

HBYV infection.

MONITORING OF THE IMMUNE RESPONSE IN
PERSONS VACCINATED AGAINST HEPATITIS B
IDENTIFICATION AND NOT RESPONDING
VACCINATED WITH INFECTION PRIOR TO THE
CAMPAIGN VACCINATION 2008-PERU
L. MAROCHO CHAHUAYO,' H. VILDOSOLA GONZALES,' E. VALENCIA
B, A. HUAMAN REYES,' G. ROMERO,' E. PAREJA,' J. CHUMPITAZ'
"INSTITUTE OF TROPICAL MEDICINE FACULTAD DE MEDICINA- UNMSM-LIMA-PERU.
Objectives. To determine titers of anti-HBs in the sample popu-
lation, percentage of non-responders in vaccinated population,
percentage of seroconversion with titles internationally conside-
red non-protective (< 10 mIU/mL). To determine anti HBc in va-
ccinated as an expression of previous infection Material and
methods. Design: analytical, observational, prospective study.
Population: a representative sample of the total vaccinated bet-
ween 2 to 19 years old, corresponding to 370 samples. It took
participants a venipuncture blood shows about. Titration of anti
HBs was performed according to the methodology specified by
the laboratory, taking into account the high positive control (>
100 mIU/mL), positive low (< 10 mIU/mL) and negative control
to determine the concentrations in each sample. It was proceeded
to determine total anti-HBc in the serum of the same patients to
search for previous infection Results. 370 samples processed in
97.5% (361) were determined protective titers to the vaccine for
hepatitis B, 0.81% (3) had no antibodies, 1.08% (4) seroconverted
without reaching protective levels. It was achieved to determine 2
cases (0.54%) with infection previous. Conclusions. Vaccination
protected the 97.5% of the population studied in the protected tit-
les conferred > 100 mIU/mL, post-vaccination time is similar as

age > or < 10 years.

RAPID TEST FOR DETECTION OF ANTIBODIES
AGAINST HEPATITIS B VIRUS (ANTI-HBS) ARE
EFFICIENT TO IDENTIFY IMMUNE INDIVIDUALS?
LM. VILLAR,' L.P. SCALIONI,' HM. CRUZ' V.S. DE PAULA?

J.C. MIGUEL," E.F. DA SILVA,' F.P. MILAGRES?

LL. LEWIS-XIMENEZ' E. LAMPE'

"VIRAL HEPATITIS LABORATORY, OSWALDO CRUZ INSTITUTE, FIOCRUZ, RIO DE
JANEIRO, BRAZIL.2LABORATORY OF TECHNOLOGICAL DEVELOPMENT IN VIROLOGY,
OSWALDO CRUZ INSTITUTE, FIOCRUZ, RIO DE JANEIRO, BRAZIL. SFEDERAL
UNIVERSITY OF TOCANTIS, TOCANTIS, BRAZIL.

Purpose. The objective of this study is to evaluate the effi-
ciency of rapid test for antibodies against HBV (anti-HBs)
detection among serum samples. Materials and methods.
Sera samples from 417 individuals living in Northern Brazil
were included and tested for anti-HBs using enzyme immu-
noassay (EIA) (ETI-AB-AK-3, Diasorin) and rapid test (Imuno-
Rapido anti-HBs, WAMA Diagnostics). Both assays employed
100 microliters of sample, however, the average duration of
EIA is 4 h and 40 min while rapid test provides results
between 15 and 20 min. Results. The study population had a
mean age (= SD) of 19.5 (£ 15.5) years with slight male
predominance (51.1%). Anti-HBs marker was detected in 152
samples by EIA with mean titers (x SD) of 136.2 IU/mL
(+ 220.1). Concordant results between EIA and rapid test
were observed in 328 samples, 66 and 262 non-reactive rea-
gents, showing rapid test sensitivity and specificity of 43.4%
and 98.8%, respectively. Reactive concordant samples by EIA
and rapid test showed the mean (£ SD) of optical density to
cutoff ratio (OD/CO) equal to 32.45 nm (* 23.15) and mean
titer (x SD) antibody equal to 333.3 IU/mL (+ 294.3). Highest
sensitivity of rapid test was observed among reactive samples
presenting antibody titers greater than 100 IU/mL (80.6%).
Conclusions. Anti-HBs rapid test showed high specificity in
comparison to EIA, but the sensitivity of the technique was
not as effective, especially among those samples with low

values of OD /CO and antibody titers.



758
°

Abstract section. XXII Meeting of the Latin American Association for The Study of the Liver. Annls of Hepatology, 2012; 11 (5): 751-805

CHRONIC HEPATITIS CIN SIX TERTIARY CARE
HOSPITALS OF COAST OF PERU: DEMOGRAPHIC
AND CLINICAL FEATURES
M. CABRERA CABREJOS,! PERUVIAN ASSOCIATION FOR THE STUDY
OF LIVER DISEASES, A. MESTANZA RIVAS PLATA,' J. TARRILLO
PURISACA, M. DAVALOS MOSCOLZ2 O. LEON ROSALES® R. GALLOSO
GENTILLE,* J. PINTO VALDIVIA? S. SALAZAR VENTURAS
THOSPITAL NACIONAL GUILLERMO ALMENARA, PERU. 2HOSPITAL NACIONAL
EDGARDO REBAGLIATI MARTINS, PEHU.5 HOSPITAL VICTOR LAZARTE ECHEGARAY,
PERU. “HOSPITAL SAN JOSE, PERU. SHOSPITAL NACIONAL CAYETANO HEREDIA,
PERU.°HOSPITAL NACIONAL DANIEL ALCIDES CARRION, PERU.
Purpose. To describe demographic and clinical features of
chronic hepatitis C (CHC) in our region. Material and me-
thods. A retrospective case series study in patients with CHC
attending Gastroenterology Services at six tertiary referral
hospitals of Peruvian coast: five from Lima and one from
Trujillo, from September 2011 to February 2012. Results. We
included 123 patients, 52.8% men. The mean age at diagnosis
was 51.47 + 14.46 years, with 65.8% of cases between 40 and
79 years old. At the time of diagnosis 87% had no symptoms.
The serological testing of CHC was performed because of: ob-
servation of transaminases’ rise (41.5%), high-risk group
screening (38.2%), liver related symptoms (17.1%) and scree-
ning in health worker (2.4%). Risk factors for viral infection
were: Prior major surgery (52%), blood transfusion (37.4%),
invasive medical procedures (19.5%), hemodialysis (13.8%),
promiscuity (7.3%), health workers, chemotherapy and aspi-
ration drugs (6.5% each), dental procedures and hemophilia
(5.7%). We reported HCV/HIV coinfection in 1.6% (n = 2) and
HCV/HBV coinfection in 5% (n = 6). At the time of diagnosis
76.4% had non-cirrhotic chronic hepatitis, 18.7% compensa-
ted cirrhosis, 2.4% decompensated cirrhosis and 2.4% hepato-
cellular carcinoma. In the first two groups 40.4% and 26.1%
received antiviral treatment. Conclusion. In our series,
transmission of HCV would predominantly occur in medical
centers. Age distribution suggests that transmission is still
happening. Diagnosis is mainly related to elevated transami-
nases with no symptoms associated and at a non-cirrhotic
stage. Rate of treatment is still low. It is imperative to improve
health processes to stop nosocomial transmission and to opti-

mize early diagnosis and treatment.

IMPACT OF SINGLE NUCLEOTIDE POLYMORPHISMS
OF THE IL28B IN TREATMENT RESPONSE OF
CHRONIC HEPATITIS C
M. CASTRO,' J. REY,' E. GONZALEZ BALLERGA,' A. AVAGNINA,' A.
ARTEAGA,' M. LINARES PEREZ’' J. SORDA,! J. DARUICH!
THOSPITAL DE CLINICAS, UNIVERSIDAD DE BUENOS AIRES, BUENOS AIRES,
ARGENTINA.

Introduction. Recent studies have identified that 2 single
nucleotide polymorphisms (SNP) -located on chromosome
19q13- were strongly associated with treatment response in
chronic hepatitis C (HCV). SNP rs12979860 C-C has been
shown to be an independent predictor of sustained virological
response to the treatment with pegylated IFN-o (PEG IFN)
and Ribavirin (RBV). On the other hand, SNP rs8099917 G-
G has been associated with failure to response. Objective. To
explore if clinical and humoral factors as well as SNP
rs12979860 and rs8099917 are predictive factors of SVR in
HCV patients. Material and methods. 120 patients with
HCV were included in the sample: 66% female; median age of
51.15 years (17-70); 78.3% with genotype 1; 83.3% with HCV
RNA level > 400,000 Ul/mL; 90% with elevated ALT; 40.8%
with METAVIR F3-F4; 35% with hepatic steatosis; 19.2% with

history of alcoholism; and treated with PEG IFN o2a-RBV 24/

48 weeks. SVR was achieved in 52 (43.3%). DNA was extracted
from whole peripheral blood using standard methods. DNA
quantification was done by fluorometry and was amplified by
PCR, followed by direct sequencing using rs12979860 and
rs8099917 nucleotides, both forward and reverse in an auto-
matic sequencer ABI 3730xl. Manual and BLAST analyses
were performed on the results against consensus sequence.
Statistical analysis. Variables age, sex, HCV genotype, META-
VIR stage, viremia level, alcoholism, initial glycemia, SNP
rs12979860 and rs8099917, and response to treatment (SVR
vs. non responders) were analyzed with Medcalc 11.5 program
(Chi-squared, Mann-Whitney and student tests) and a multi-
variate logistic-regression analysis was performed. Results.
Bivariate analyses showed a significant association with those
already known predictive factors of SVR: no history of alcohol
or drug abuse; HCV genotype no 1; no cirrhosis; baseline gly-
cemia; and SNP rs12979860 C-C (2 = 6.6; p = 0.0358) and
rs8099917 T-T (32 = 8.3; p = 0.0151). The multivariate
logistic-regression analysis showed that no cirrhosis, SNP
rs12979860 C-C and baseline viremia level < 400,000 UI/mL
are independent predictors of SVR (OR = 3.6 IC95 1.5-8.18,
OR = 2.71C95 1.2-6.2 and OR = 8.07 IC95 2.26-28.72, respec-
tively). Conclusion. In patients with chronic hepatitis C, low
level of baseline viremia, absence of cirrhosis and SNP
rs12979860 C-C are independent predictors of SVR.

CHRONIC HEPATITIS B IN FIVE TERTIARY CARE
HOSPITALS OF LIMA, PERU: DEMOGRAPHIC AND

CLINICAL FEATURES
M. CABRERA CABREJOS," PERUVIAN ASSOCIATION FOR THE STUDY

OF LIVER DISEASES., A. MESTANZA RIVAS PLATA,' J. TARRILLO
PURISACA, M. DAVALOS MOSCOL2 R. GALLOSO GENTILLE3 J. PINTO
VALDIVIA* S. SALAZAR VENTURA®
THOSPITAL NACIONAL GUILLERMO ALMENARA. 2HOSPITAL NACIONAL EDGARDO
REBAGLIATI MARTINS. 3HOSPITAL SAN JOSE. “HOSPITAL NACIONAL CAYETANO
HEREDIA. °HOSPITAL NACIONAL DANIEL ALCIDES CARRION. PERU.
Purpose. To describe the epidemiological and clinical features
of chronic hepatitis B (CHB) in tertiary-care hospitals of
Lima, capital city of Peru. Material and methods. A retros-
pective case series study of patients with CHB attending Gas-
troenterology Services of five Limean hospitals from
September 2011 to February 2012. Results. We included 62
patients from five centers. The average age was 40.46 = 17.5
years and 59.7% were men. Most had no symptoms at the
time of diagnosis (67.7%). Serology tests were indicated for
screening in risk groups (35.9%), because of increase in tran-
saminase levels (27.4%), symptoms of liver disease (27.4%)
and for blood donor screening (1.6%). Risk factors for virus
infection were blood transfusion (25.8%), promiscuity, ende-
mic area and prior major surgery (21% each), prior invasive
medical procedures (12.9%), chemotherapy and family mem-
bers with CHB (11.7% each), health worker and hemodialysis
(6.5% each). We found HBV/HIV coinfection in 6.5% and
HBV/HCV coinfection in 9.7%. At the time of diagnosis 71%
had chronic hepatitis without cirrhosis, 12.9% compensated
cirrhosis, 11.3% decompensated cirrhosis and 4.8% had hepa-
tocellular carcinoma. HBeAg-negative variant was majority
(53.2%), especially in women (76%) and in endemic area
(84.6%). Only 46.8% received antiviral treatment, most at
non-cirrhotic stage. Conclusion. In our series, patient with
CHB living at Lima is predominantly male, forty year old,
diagnosed in asymptomatic stages of disease by screening in
risk groups or because of transaminase rise. This information
would be useful to plan public health programs that enable ti-

mely diagnosis and treatment of CHB.
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HEPATITIS C VIRUS INFECTION: EPIDEMIOLOGICAL
AND CLINICAL EVALUATION A REFERRAL
HOSPITAL IN LIMA-PERU

! M. CABRERA CABREJOS,' V. PAZ SIHUAS,
A. MESTANZA RIVAS PLATA,' C. CALDERON RETAMOZO.2
, J. FERRANDIZ SALAZAR®
TUNIDAD DE HIGADO, SERVICIO DE GASTROENTEROLOGIA, HOSPITAL NACIONAL
GUILLERMO ALMENARA IRIGOYEN. LIMA, PERU. 2CLINICA STELLA MARIS, PERU.
3 UNIVERSIDAD PERUANA CAYETANO HEREDIA, PERU.
Purpose. To determine the epidemiological and clinical cha-
racteristics of patients with chronic viral hepatitis C (HVCC)
at the Hospital Nacional Guillermo Almenara Irigoyen
(HNGAI)-Peru. Material and methods. A descriptive study of
patients diagnosed of HVCC, at HNGAI from January 1998
to September 2009. Results. We included 677 patients. The
average age was 51.75 = 16 years and 53.5% were men. Risk
factors were: hemodialysis 52.4%; blood transfusions 42%,
prior major surgery 23%, health worker 5.7%, chemotherapy,
5.4% and acupuncture or tattoo 1% and sporadic infection 6%.
74% had no symptoms. The initial diagnosis was motivated
by: assessments in hemodialysis patients (66.4%), elevated
transaminases (15.8%), blood donors screening (9.6%), occu-
pational health screening (6.4%). Liver involvement at diag-
nosis was: acute hepatitis C in 4%, non-cirrhotic chronic
hepatitis C in 72% and liver cirrhosis in 24%. Of the latter,
40% were decompensated. HVCC patients had normal values
of transaminases in 42%. We had viral load in 202 patients,
32% had more than 850,000 IU/mL. No differences in the pro-
portion of patients with elevated enzymes or viral load or age,
sex, symptoms or need for dialysis. Liver biopsy was performed
in 136 patients, 56.6% had fibrosis according to METAVIR.
Conclusions. Hepatitis C virus infection is a public health
problem. This study represents the largest series performed in
our country and gives us a close look at the presentation of
the disease in our environment, outlining possible targets
of action in the planning of primary and secondary preven-
tion of this disease.

USE OF DRIED BLOOD SAMPLES FOR THE
DETERMINATION OF VIRAL LOAD, GENOTYPES AND
MUTATIONS IN THE CORE-PRECORE REGION OF
THE HEPATITIS B VIRUS
M.T. ALVAREZ-MUNOZ'*® R. LIRA-CARMONA2 A. MALDONADO-
RODRIGUEZ,2 O. ROJAS-MONTES,2 R. TORRES-IBARRA2 J. TORRES?
0. MuNoZ!

"HOSPITAL INFANTIL DE MEXICO FEDERICO GOMEZ, MEXICO.2UNIDAD DE
INVESTIGACION MEDICA EN ENFERMEDADES INFECCIOSAS Y PARASITARIAS.
HOSPITAL DE PEDIATRIA, IMSS, MEXICO. ?CLI’NICA DE HEPATITIS, CMN-LA RAZA,
IMSS, MEXICO.

Introduction. The diagnostic and monitoring of the hepati-
tis B virus infection is routinely done in serum or plasma
samples. Dried blood spots (DBS) on filter paper have been
used in the diagnostic of several viral diseases due to the ad-
vantages in storage and transport to the reference centers.
Purpose. The aim of this study was to evaluate the utility of
the DBS extracted acid nucleic to determine viral load, genoty-
pe and mutations in the core-precore (c¢/p) region of the hepa-
titis B virus (HBV). Material and methods. Transversal
analytical study. Forty one patients were included in the stu-
dy. The serological HBV markers of infection, liver function
test, and viral load (VL) were evaluated: the DBS samples
were prepared on filter paper cards (S&S903) with 50 uL of
blood. They were dried a TA and stored at -20 °C until use.
The VL of paired samples (plasma vs. DBS) was measured in
the Amplicor Monitor (Roche). The DBS’s samples from 10
patients were stored at different temperatures: 4, 25, y 37 °C
for 7 days, and stored at -20 °C until use. The data was analy-

zed by Pearson correlation and ANOVA. The DNA extracted
from the DBS’s and plasma paired samples was purified and a
711 bp fragment from the c¢/p region of the HBV genome was
amplified and sequenced to obtain the HBV genotype and the
mutations. Results. The analysis of VL data using ANOVA
did not show significant difference (p = 0.93) between paired
samples stored at different temperatures (IC 95% 2.67-7.83),
and a Pearson correlation of 0.94. The PCR amplification of
the 711 bp fragment from the c¢/p region from DBS samples
was as efficient as when plasma samples were used. An exce-
llent correlation between the sequences from DBS and paired
plasma samples was obtained. The genotype H was the most
frequent (97.5%). Conclusions. The method validated in this
study confirms the utility of the DBS samples because the
great advantages for the measurement of VL, genotype identi-
fication and molecular analysis of the HBV genome.

FREQUENCY OF OCCULT HEPATITIS BINFECTION
(HBVO) IN HIV-1+ PATIENTS FROM MEXICO
- 1 A. MALDONADO-RODRIGUEZ,! 0. ROJAS-
MONTES,! R. TORRES-IBARRA,2 J. TORRES,! O. MUNOZ? M.T.
ALVABEZ-MUNOZ“3
'UNIDAD DE INVESTIGACION MEDICA EN ENFERMEDADES INFECCIOSAS Y
PARASITARIAS. HOSPITAL DE PEDIATRIA, IMSS, MEXICO. °CLINICA DE HEPATITIS,
CMN-LA RAZA, IMSS, MEXICO. SHOSPITAL INFANTIL DE MEXICO FEDERICO GOMEZ,
MEXICO.
Introduction. Hepatitis B occult infection is characterized by
the presence of DNA-HBV in the absence of HBsAg-. Co-
infection is frequent in HIV-patients because they share the
transmission routes of infection. Purpose. The aim of this
study was to determine the frequency of HBVO infection in a
group of Mexican HIV-1 infected patients. Material and me-
thods. Cross-sectional study. Forty nine HIV-infected pa-
tients from the Social Security Mexican Institute (IMSS)
without HBV infection markers, except anti-HcB, and six HB-
sAg+ patients were included. Consent informed was obtained.
HBsAg, HBeAg, anti-HBc, anti-HBs and anti-HBe levels were
determined by EIA, the viral load by Cobas monitor amplicor
(Roche), and a quantitative PCR assay (qPCR) was used to
confirm the HBVO infection with two genetic markers (X and
S) and Syber green, in a LC480 Real time thermocycler (Ro-
che). Results. The HBV serological markers showed 47.9%
seronegative patients and 52.1% seropositive for HBVO. The
frequency of HBVO infection in HIV-1+ patients was high
(34.7%). Interestingly, in the seronegative group the 26% had
viral loads (< 200 copies/mL). The qPCR results showed a
24.5% of seronegative patients with detectable DNA-HBV for
both genetic HBV markers. A 48% (12/25) of seronegative pa-
tients had HBVO infection. Conclusions. We report a high
percentage (52.1%) of anti-HBc+ patients. The frequency of
HBVO infection in the group of Mexican HIV-1+ patients is
high (34.7%). The qPCR assay was useful to confirm the high
prevalence of HBVO infection in HIV Mexican patients.

ARFIELASTOGRAPHY FOR LIVER FIBROSIS
ASSESSMENT IN CHRONIC HEPATITIS C-PILOT
STUDY
R. GOMES DA SILVA JUNIOR,' P. OLIVEIRA SCHULZ' J.

SCHMILLEVITCH2 A. VIEIRA," L.A. SZUTAN'
SANTA CASA DE SAO PAULO HOSPITAL, SAO PAULO, BRAZIL. 2SCHMILLEVITCH

DIAGNOSTIC CENTER, SAO PAULO, BRAZIL.
Purpose. To evaluate the diagnostic accuracy of acoustic ra-
diation force impulse (ARFI) imaging for the assessment of li-
ver fibrosis in chronic hepatitis C (CHC). Material and
methods. Prospective pilot study. Included treatment-naive
CHC patients (all with PCR HCV RNA +). Other liver diseases
were excluded from the study. ARFI elastography was perfor-
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med using a Siemens Acuson S2000 ultrasound system. The
time interval between liver biopsy (LB) and tissue stiffness
was less to six months. Ten ARFI measurements were asses-
sed by the same physician blinded to clinical and biological
data. The LBs were assessed according to the METAVIR score
by a pathologist blinded to the clinical data and to the results
of ultrasound elastography. Results. Our study included 29
patients, 16 (55%) male. On LB 06 (20.6%) patients had F0, 07
(24.1%) had F1, 06 (20.6%) had F2, 06 (20.6%) had F3, and 04
(13.8%) had F4. A significant correlation was found between
ARFI measurements and fibrosis (p < 0.001). For predicting
significant fibrosis (F > 2), for a cut-off of 1.31 m/s, ARFI had
93.7% sensitivity (Se) and 76.9% specificity (Sp) [area under
the receiver operating characteristic curve (AUROC) 0.85].
For predicting severe fibrosis (F > 3), for a cut-off of 1.7 m/s,
ARFI had 100% Se and 89.5% Sp (AUROC 0.93). For predic-
ting cirrhosis (F = 4), for a cut-off of 2.07 m/s, ARFI had 100%
Se and 92% Sp (AUROC 0.95). Conclusions. ARFI elastogra-
phy could identify significant fibrosis, severe fibrosis and cirr-
hosis with a high degree of accuracy in evaluated patients.

QUANTIFICATION OF HEPATITIS B VIRUS SURFACE
ANTIGEN IN PATIENTS WITH CHRONIC INFECTION
IN ANTIVIRAL THERAPY: PRELIMINARY REPORT
C. PAVEZ AZURMENDI,' M. VENEGAS SANTOS,' N. COVARRUBIAS
RUZ' C. HURTADO HEIM,! C. TORRES BODEVIN,' J. PONIACHIK
TELLER," J.P. ARANCIBIA POCH,' J.P. MIRANDA OLIVARES,! J. BRAHM

) BARRIL'

THOSPITAL CLINICO UNIVERSIDAD DER CHILE, SANTIAGO, CHILE.
Background. Viral load is the most commonly used test to
monitor antiviral treatment in chronic hepatitis B virus
(HBV) infection. A new method of quantification of the surfa-
ce antigen of HBV (qHBsAg) using immunoassay, has recent-
ly being studied for diagnosis and monitoring the viral
replication. This test shows a direct correlation with viral load
and intrahepatic cccDNA. In Chile there are no studies done
with this test. Objective. To evaluate the presence of qHB-
sAg in patients treated for chronic HBV infection and the re-
lation with their viral load. Materials and methods. 154
serum samples of 26 patients on treated for HBV were inclu-
ded. All serum samples were correlated with the clinical data
of each patient, such us drug used, response to treatment and
viral load. The commercial assay HBsAg II quant on the co-
bas e 411 platform from Roche diagnostics, was used to mea-
sure the qHBsAg. Results. In 26 patients, levels of HBsAg
and viral load were both elevated before treatment (80.00-
450.000 UI/mL) compared to levels during or after treatment
(0-170.000 UI/mL), regardless of the drug used. The correla-
tion between viral load and qHBsAg was 52,51% with a p value
of 0,00001. In 23 patients (88,46%) this correlation was over
70%. Conclusions. qHBsAg shows a high correlation with
HBYV viral load in patients undergoing treatment against HBV.
This new test could be a good alternative to monitor treatment,
considering the high cost of alternative molecular tests.

PREVALENCE AND PREDICTIVE FACTORS OF
OESOPHAGEAL VARICES IN PATIENTS WITH
CHRONIC HEPATITIS C AND PLAQUETOPENIA
F FERNANDES,! G PEREIRA,' Z VEIGA,' D MARIZ! A CAMPOS,'

JC LINO,' JL PEREIRA'

' BONSUCESSO FEDERAL HOSPITAL, MINISTRY OF HEALTH, RIO DE JANEIRO, BRAZIL.
Noninvasive methods for oesophageal varices (OV) diagnosis
are increasingly being used in patients with chronic liver di-
sease. Aiming to study the prevalence and the presence of pre-
dictive factors of OV, we prospectively evaluated 80
consecutive patients with hepatitis C and plaquetopenia
(< 150.000 platelets) never screened for OV by upper gastro-

intestinal endoscopy (UGE).Patients were submitted to abdo-
minal echography, UGE and had a blood sample for liver
function tests. Mean age was 57 years, 50% were male. Ascites
was observed in 5%. Liver function was well preserved as evi-
denced by bilirrubin, albumin and MELD score, 1.4 (= 1.5),
4.4 (£ 0.5) and 9.7 (+ 3.4), respectively. Most of the patients
were classified as Child-Pugh A. Spleen bipolar diameter was
120.7 cm (+ 23.4), and 46% had splenomegaly. OV were found
in 36% of patients (26% small, 10% large). Patients with OV
had higher values of bilirrubin and INR, lower platelet count
as well as higher incidence of splenomegaly. On multivariate
analysis platelet count was the only independent predictor of
OV (AUC ROC 0.72; 95% CI 0.61-0.83; p 0,001). Interestingly,
neither spleen diameter, relation spleen/platelets, nor meld or
child were independently associated with OV. Patients with
platelet count below 50.000, between 50-100.000 and over
100.000 had a prevalence of OV of 100%, 58% and 34%, respecti-
vely (p 0,001). The platelets cutoff points with 90% sensibility
and specificity for OV presence were 136.000 and 76.000, respec-
tively. Conclusions. The degree of plaquetopenia was the only
independent factor for the presence of OV in this population.

METABOLIC SYNDROME IN PATIENTS
‘WITH HEPATITIS C:
ASSOCIATION WITH HEPATIC FIBROSIS
F_FERNANDES,' G PEREIRA! Z VEIGA,' D MARIZ! F CAMPOS,'
JL PEREIRA!

'BONSUCESSO FEDERAL HOSPITAL, MINISTRY OF HEALTH, RIO DE JANEIRO, BRAZIL.
Although association between metabolic syndrome (MS) and
steatosis has been described, there are few data regarding the
relation of MS in patients with hepatitis C to liver fibrosis. We
evaluated 232 consecutive patients with chronic hepatitis C
submitted to liver biopsy. MS was defined following NHANES
criteria. Liver fibrosis was graduated according to Metavir
score and considered significant if > 2. Mean age was 52 (x
10) years, 46% were male, genotype 1 and 3 was present in
81% and 18% of patients, respectively. Body mass index was
26.5 (= 4.4), with 64% of overweight and 21% of obesity. Ab-
dominal circumference was 91.1 cm (* 16.4) and 90.0 cm (%
14.4) for males and females, respectively. Serum values of glu-
cose, cholesterol and triglycerides was 106 (= 47), 167 (+ 38)
and 115 (x 77), respectively. Insulin resistance (IR) was
present in 48% of patients. Sixteen percent of patients were
diabetic. MS was present in 24% of patients, mostly represen-
ted by HAS (45%), low HDL (27%) and high serum glucose
(22%). Significant fibrosis was observed in 42% of patients.
Steatosis was seen in 47%, and commited more than 30% of the
liver sample in 17% of patients. On multivariate analysis the
components of MS associated with significant fibrosis were IR
(OR 1.93 CI 1.09-3.41) and cholesterol (OR 0.98 CI 0.97 - 0.99).
Although associated with MS, steatosis was not associated with
significant fibrosis. Conclusions. MS is frequent in patients
with hepatitis C submitted to liver biopsy. In these patients IR
is the only independent predictors of significant fibrosis.

RESISTENCE TO INSULIN AND ADIPONECTIN IN
PATIENTS WITH CHRONIC HEPATITIS C WHITOUT
MEDICAL TREATMENT

- ' GM CALDERON-RODRIGUEZ,
ME PRIETO-TORRES,! M ZUNIGA-RODRIGUEZ,!
JC DOMINGUEZ-HERMOSILLO,2 ML BASURTO-ACEVEDO,3
R SAUCEDO-GARCIA® JA MATA-MARIN,> VC JACQUES-FLORES,'
J GAYTAN-MARTINEZ2 )

'UNIDAD DE INVESTIGACION MEDICA EN INMUNOLOGIA E INFECTOLOGIA, CMN LA
RAZA, IMSS. *HOSPITAL DE INFECTOLOGIA DR. DANIEL MENDEZ HERNANDEZ, CMN LA
RAZA, IMSS. 3 UNIDAD DE INVESTIGACION MEDICA EN ENFERMEDADES ENDOCRINAS,

CMN SIGLO XXI, IMSS. MEXICO.
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Purpose. To establish the frequency levels of insulin and adi-
ponectin in patients with chronic hepatitis C without medical
treatment (IFNa and ribavirin). Material and methods. In-
sulin, adiponectin and glucose were analyzed, using plasmatic
samples with RIA (radioimmunoanalysis) and glucose-oxida-
se. The results obtained were analyzed in based of case-control
study as well HOMA-IR (the homeostasis model for assess-
ment of insulin resistance) set up values to determine the in-
sulin resistance; > 4 indicate insulin resistance and < 4
without resistance. Results. 172 subjects were analyzed, 105
men (61%) and 67 women (39%). 92 (53%), patients with
chronic hepatitis C (group A) and 80 (47%) healthy people
(group B). The insulin average was 27 and standard deviation
(SD) 35.4, the glucose average 96 mg/dL SD 12.4, the adipo-
nectin average 11 and SD 8.2. In the case of the group A 18
subjects, 20% of this group, get low values of adiponectin and
65 (71%) HOMA-IR indicates insulin resistance however the
group B gets 21% of low adiponectin and 25% insulin resis-
tance. Chronic hepatitis C infection increase 7 times the risk
of insulin resistance (RM7.22, IC 95%, 3.67-14.20 p 0.0001).
The results prove that low levels of adiponectin is a protective
factor in chronic hepatitis C (RM 0.90, IC 95% 0.42-1.89 p
0.85). Conclusions. The insulin resistance frequency in
chronic hepatitis C patients is 71% whereas in healthy people
is only 25%. Results indicate a significant increase level in the
chronic hepatitis C patients (OR 7) compared with healthy
people. Finally the risk of present diabetes type II increase.

SEROPREVALENCE OF HEPATITIS B AND C, IN
BLOOD BANK DONORS FROM A PUBLIC HOSPITAL
NETWORK SYSTEM DURING A DECADE IN CHILE
(2001-2011)

' L. HUAIQUIAN? F. GOMEZ,' M.l. JIRON'
IGASTROENTEROLOGY UNIT. HOSPITAL DEL SALVADOR. SANTIAGO, CHILE. 2BLOOD
BANK NETWOK SYSTEM CHIEF. HOSPITAL DEL SALVADOR. SANTIAGO, CHILE.

Introduction. Hepatitis B and C viral infections (HBV;
HVC) are diseases of variable seroprevalence (SP). In Chile
there is scant data on this topic. Purpose. Communicate the
SP of HBC and HCV in blood bank donors (BBD) from San-
tiago, Chile during a decade, and their distribution according
to different age groups and gender. Material and methods.
The Hospital Salvador Blood Bank Network System (HSBBNS)
is the largest in Chile (coverage to 6 Hospitals. All BBD data
were included in a computer program. HBV Screening perfor-
med by HBsAg (Abbott) and HVCAb by Elisa 3rd generation
(Abbott). Since 2007, all HCVAb(+) were confirmed by PCR-
RNA. Results. Between 2001-2011 the HSBBNS received
178.126 BBD, 63.3% men (n = 112.777), 40% between 18 and
40 years old. The global SP of HBV was 0.034%, and for HVC
was 0.47%. The SP of HBV was 0.046% amongst men and
0.012% amongst women (p < 0.05), and for HCV was 0.44%
amongst men and 0.52% amongst women (P < 0.05). Only
20% of BBD seropositive for HCV were confirmed as PCR-
RNA (+). Both HBV and HVC seropositivity ratio increased as
the age of donors increased. Conclusions. In our HSBBNS the
SP of HBV was 0,034% and for HCV was 0,47% (2001-2011).
Only 20% of BBD seropositive for HCVAb were finally PCR-
RNA(+). This is a selected population (BBD) without risk fac-
tor for hepatitis. The SP of HBV and HCV increases with the
age of BBD. The SP of both viral infections if relatively low
when compared to other Latin American Countries.

INITIAL “REAL LIFE” RESULTS OF HCYV THERAPY
WITH BOCEPREVIR IN BRAZILIAN PATIENTS
ES.A._OF ARAUJO,!' R.S. AIRES? H. BONILHA3 G.F. SILVA¢
THC-FMUSP, SAO PAULO. 2 FM-UFGO, GOIAS. 2 PIRACICABA VACCINES AND

IMMUNIZATION CLINICS, PIRACICABA. “FM-UNESP, BOTUCATU. BRAZIL.

Introduction/Purpose. HCV therapy has recently been mo-
dified by the inclusion of protease inhibitors (PIs). Restrictive
inclusion criteria minimized the experience of dealing with di-
fficult patients (cirrhotic, elderly, previously failed, cytope-
nics) during pivotal trials. Moreover the population of Latin
descent were underrepresented, a fact that becomes even more
important “real life” results from Latin America. Recently
new Boceprevir’s Stopping Rules and early predictive criterias
were suggested. Whereas the first generation of IPs will be the
best therapeutic option in upcoming years it is essential to
quickly obtain data from real life once the life span of the first
wave of PIs will be relatively short to allow huge new clinical
trials. We present safety and early response data among Bra-
zilians treated with Peg-Interferon/Ribavirin/Boceprevir in
real life. Material and methods. An observational study of
patients (planned 70) with chronic hepatitis C under triple the-
rapy pooled from 4 Brazilians sites. Results. Among “null
responders” and partial-responders 91% had EVR (10/11) and
7/11 were undetectable at week 8. Among naives, 4/4 became
negative between weeks 4 and 8. Among the patients analyzed
67% (10/15) have advanced disease (F3, F4). No serious ad-
verse events has been reported so far. Compliance have been
appropriate. Conclusions. So far safety profile is equivalent
to Peg-IFN/Ribavirin with significant superiority in terms of
EVR. Once confirmed those initial results, the addition of
HCV’s PIs will dramatically shift the tide of HCV therapy in
Latin American patients treated in clinical practice including
the so called “difficult to treat”.

ASSOCIATION OF TUMOR NECROSIS FACTOR
ALPHA AND INTERLEUKIN-10 POLYMORPHISMS ON
THE SEVERITY OF FIBROSIS AND LIVER
INFLAMMATION IN HEPATOCELLULAR
CARCINOMA AND CHRONIC HEPATITIS C PATIENTS
D.C.B.L. AROUCHA,'23 J.L.A. SILVA2 R.F. CARMO," L.R.S.
VASCONCELOS,"® P. MOURA,' M.S.M. CAVALCANTI,' M.L. AROUCHA2?
LM.B. PEREIRA'3 M.R.C.D. COELHO?

" UNIVERSIDADE DE PERNAMBUCO (UPE), RECIFE, BRASIL.2 UNIVERSIDADE FEDERAL
DE PERNAMBUCO (UFPE), RECIFE, BRASIL.]INSTITUTO DO FIGADO DE PERNAMBUCO
(IFPE), RECIFE, BRASIL.

Purposes. To evaluate the effects of single nucleotide poly-
morphisms (SNPs) in tumor necrosis factor o (TNF-o) -308
G/A and interleukin-10 (IL-10) -1082 G /A, -819 C / T and
-592 C /A promoter genes on the fibrosis and liver inflamma-
tion in hepatocellular carcinoma (HCC) and chronic hepatitis
C patients. Material and methods. We analyzed 52 with
HCC and 119 chronic hepatitis C patients. Histopathology of
liver was evaluated according to the METAVIR criteria. The
HCC was classified according to Barcelona criteria. Genomic
DNA was isolated using the Wizard Genomic Blood DNA Iso-
lation Kit (Promega) and SNPs were detected by real time
PCR using TagMan® SNP Genotyping Assays (Applied Bio-
systems). A multivariate analysis was performed with the back-
ward stepwise method, using SPSS software version 17.
Results. There was no significant difference between allele
and genotype frequencies or between SNPs diplotypes of ha-
plotypes in the IL-10 promoter gene in the evaluated groups.
On the other hand, -308 G allele and GG genotype frequen-
cies of SNP TNF-0-308 G/A were significantly higher in pa-
tients with HCC compared to hepatitis C patients who had
mild fibrosis (p = 0.007 and p = 0.014, respectively) and mild
inflammatory activity (p = 0.011 and p = 0.005, respectively).
The presence of GG genotype of SNP TNF-0-308 G/A was as-
sociated with progression of inflammatory activity in hepatitis
C patients with mild activity (p = 0.034). Conclusion. The
SNPs in IL-10 promoter genes did not influence the degree of

inflammatory activity and liver fibrosis. However, TNF-0-308
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G allele and GG genotype of SNP TNF-0-308 G/A was more
frequent in patients with HCC and it is also related to an
aggravation of liver inflammation.

IDENTIFICATION OF
CELLULAR PROTEINS REGULATED
DURING HCV INHIBITION INDUCED BY
ASA USING PROTEOMIC ANALYSIS
JESUS MORLETT-CHAVEZ'2 A. SANCHEZ-GARCIA?2, C. RIOS-IBARRA,
AR. RINCON-SANCHEZ® AM RIVAS-ESTILLA®
'LABORATORIO DE ANALISIS CLINICOS Y DIAGNOSTICO MOLECULAR, FACULTAD DE
CIENCIAS QUIMICAS, UNIVERSIDAD AUTONOMA DE COAHUILA. 2LABORATORIO DE
INFECTOLOGIA MOLECULAR, DEPARTAMENTO DE B/OOUfM/CA Y MEDICINA
MOLECULAR, UNIVERSIDAD AUTONOMA DE NUE VO LEON. 3CUCS, UNIVERSIDAD DE
GUADALAJARA. MEXICO.

Purpose. We analyzed the proteome of hepatocytes expres-
sing-HCV proteins (replicon cells) treated with ASA to identify
cellular proteins involved in the molecular events underlying
the inhibition of viral replication. Material and methods.
Huh-7 hepatocarcinoma cells expressing HCV-nonstructural
proteins (genotype-1b) and parental cells were treated with
4mM ASA and harvested at 0-72 h to extract total proteins,
which were resolved in 2D gels to separate them by isoelectric
point, followed by fractionation by molecular weight. Gels
were revealed, scanned and analyzed with PDQuest software.
Subsequently, proteins were identified by the pl and PM using
TAGIDENT software. Results. Proteomic analysis allowed us
to determine qualitative and quantitative changes in protein
expression profile of HCV-replicon cells treated with ASA. Di-
fferentially expressed proteins were identified at 24-72 h post-
treatment with ASA. We found that most of the identified
proteins that were differentially expressed at 24 h are related
to cell proliferation, showing the expression of proteins as
MTMR6, FAM22, HDGF and HCF-1. After 48 h, we observed
the expression of angiostatin, PI4KA and STAT 1. Finally, at
72 h we identified the adenylsuccinate synthase expression, a
protein involved in purine synthesis in the liver and activa-
tion of 2’, 3’-di-deoxyadenosine protein, as well as ubiquitin-
protein ligase E6A, adenylosuccinate lyase and Nibrin
(protein related to the viral decrease). Conclusion. HCV pro-
motes activation of proteins involved in cell progression, pro-
liferation, inhibition of apoptosis and oncogenesis. This
proteomic study allowed us to increase our outlook of the
genes involved in the modulation of HCV expression mediated
by ASA. Supported by CONACYT-SALUD-2008-01-86-996
and CB2010-01-155082.

INHALATORY SEVOFLURANE
CONDITIONING INDUCES
HEPATOPROTECTION IN AN
EXPERIMENTAL MODEL OF LIVER

ISCHEMIA/REPERFUSION INJURY
JA. ROCHA FILHO! E.R.R. FIGUEIRA,' E. CHAIB,' M. BENITES
ORDINOLA; M. NAKATANI,' E.R. TATEBE,' V.0. ANDRE FILHO,'
M.F.S. BUTO,' LA.C. D'ALBUQUERQUE'
'DISCIPLINE OF DIGESTIVE ORGAN TRANSPLANTATION, DEPARTMENT OF

GASTROENTEROLOGY, LABORATORY OF MEDICAL INVESTIGATIONS - LIM37,
UNIVERSITY OF SAO PAULO SCHOOL OF MEDICINE, BRAZIL.
Introduction. The pharmacologic preconditioning is strate-
gy applied to increase the tissue tolerance against ischemia/re-
perfusion (IR) injury. Recently, studies have shown that
inhalatory anesthetics may improve I/R injury by an ischemic
preconditioning-like mechanism. Postconditioning is a new
concept that may have hepatoprotective effect. We aimed to
investigate the effects of sevoflurane in experimental warm li-
ver IR injury. Material and methods. Fifteen Wistar rats
under mechanical ventilation were divided into 3 groups of 5;

1) IR group: rats were anesthetized with intraperitoneal keta-
mine plus xylazine (standard anesthesia) and submitted to 45
min of warm liver ischemia of the left and median lobes, follo-
wed by reperfusion; 2) SEVOPRE group: rats under standard
anesthesia were exposed to sevoflurane 2.5% for 15 min, follo-
wed by 5 min-washout before 45 min of liver ischemia; and 3)
SEVOPREPOST group: rats under standard anesthesia were
exposed to sevoflurane 2.5% for 15 min, followed by 5 min-
washout before ischemia, plus sevoflurane 2.5% for 15 min at
reperfusion. After reperfusion the non-ischemic lobes were
immediately removed. MAP was assessed by carotid artery
cannulation and mean portal flow (MPF) was by perivascular
flowprobe. MAP and MPF were recorded at baseline, 5 min af-
ter ischemia, immediately before reperfusion, 5 min and 4 h
after reperfusion. AST, ALT, creatinine, pH, bicarbonate
(BIC) and base excess (BE), calcium (iCa), potassium (K),
glucose and lactate were measured at 4 h postreperfusion.
Results. AST was decreased in the SEVOPRE (10,056 =+
5,830 U/L) compared to the IR group (16,890 + 1,630 U/L),
p = 0.018. ALT was decreased in the SEVOPRE (8,586 + 5,296
U/L, p = 0.040) and SEVOPREPOST (8,956 = 2,790 U/L, p = 0.005)
compared to IR group (16,890 = 1,630 U/L). BIC was increa-
sed in the SEVOPRE (12.4 * 4.4 mmol/L, p = 0.024) and
SEVOPREPOST (11.2 * 4.3 mmol/L, p = 0.049) compared to
IR group (6.7 = 3.3 mmol/L). BE was increased in the SEVO-
PRE (-14.72 = 4.46 mmol/L) compared to IR group (-20.48 =
4.22 mmol/L), p = 0.035. iCa was increased in the SEVOPRE
(4.52 = 0.21 mg/dL, p = 0.043) and SEVOPREPOST (4.81 =
0.23 mg/dL, p = 0.034) compared to IR group (3.51 = 1.47
mg/dL). Serum K was increased in the SEVOPRE (6.30 = 0.95
mEq/L) and SEVOPREPOST (6.12 = 1.27 mEq/L) compared
to IR group (4.72 + 0.68 mEq/L). There were no differences in
MAP, MPF, pH, lactate, glucose, and creatinine. Conclusio-
ns. In experimental warm liver I/R injury, sevoflurane condi-
tioning reduced hepatocellular damage demonstrated by lower
levels of transaminases, a better acid-base balance and good
hemodynamic recovery.

SEROPROTECTION FOR
HEPATITIS B VIRUS IN COLOMBIAN

ILDREN WITH HIV/AIDS
~ MP SANCHEZ' CA VELASCO? P LOPEZ?
IFUNDACION VALLE DEL LILI. CALI, COLOMBIA. 2UNIVERSIDAD DEL VALLE. CALI,
COLOMBIA.

Introduction. The seroconversion after vaccination against
hepatitis B virus (HBV) is > 90% in healthy children. Objec-
tive. To determine in children with HIV, the prevalence of se-
roprotection for HBV and associated factors. Material and
methods. We included 85 children < 18 years with 3 doses of
vaccination, considering clinical, paraclinical, environmental
and sociodemographic. Statistical analysis included estimation
of the prevalence and associated confidence interval (CI) at
95%, estimated from other descriptive measures of interest
and association analysis by multiple logistic regressions. Re-
sults. 30 children (age 101 *+ 44 months) had seroprotection
(35.3%, 95%CI 25.2-46.4%). There was no relationship bet-
ween the seroprotectionvs. time and dose of vaccinationvs. no
diagnosis and vaccination dose 3. HAART were 89% on average
for 5 years. The associated factor was the temporal relations-
hip between vaccination dose 3 and the start of treatment
between 0 and 3 years (OR = 4.3; 95%CI 0.96 to 19.23;
p = 0.056) and > 3 years of onset of treatment (OR = 9.69;
95%CI 2.37 to 39.5; p = 0.002). Conclusion. > 1/3 of the chil-
dren showed seroprotection for HBV and was associated with
the temporal relationship between onset of treatment and vac-
cination dose 3.
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EFFICACY OF 5 YEARS OF TENOFOVIR
DISOPROXIL FUMARATE (TDF) INCHRONIC
HEPATITIS B PATIENTS WITH HIGH VIRAL LOAD
(HBV DNA 2 9 log!? copies/mL)

S.C. GORDON," Z. KRASTEV A. HORBAN? J. PETERSEN,* J. SPERL}
P. DINH,® E.B. MARTINSS L.. YEES$ J.F. FLAHERTY,® K.M. KITRINOS,S
N. BERGER, V.K. RUSTGI’ P. MARCELLIN®
"HENRY FORT HEALTH SYSTEM, DETROIT, M, USA.2UNIVERSITY HOSPITAL, ST. IVAN
RILSKY, SOFIA BULGARIA.3 WARSAW MEDICAL UNIVERSITY, WARSAW, POLAND.
“LIVER UNIT ASKLEPIOS KLINIK ST. GEORG, HAMBURG, GERMANY. INSTITUTE FOR
CLINICAL AND EXPERIMENTAL MEDICINE, PRAGUE, CZECH REPUBLIC.6 GILEAD
SCIENCES INC., FOSTER CITY, CA, USA. ’METROPOLITAN LIVER DISEASES, FAIRFAX,
VA, USA. 8HOPITAL BEAUJON, UNIVERSITY OF PARIS, CLICHY, FRANCE.
Background. TDF is a potent antiviral with activity against
hepatitis B virus. Year 4 data demonstrated 97-99% of
HBeAg+ and HBeAg- patients on treatment at week (W)192
achieved HBV DNA < 400 copies (¢)/mL (69 IU/mL). Whether
patients with extremely high baseline levels of viremia res-
pond less well than those with lower viral levels remains un-
clear. We evaluated the antiviral response over 5 years in both
HbeAg- and HBeAg+ patients with markedly high baseline vi-
ral load, as defined by HBV DNA > 9 log10 ¢/mL (8.24 log10
IU/mL). Material and methods. 129 chronic hepatitis B
(CHB) patients (11 HBeAg- and 118 HBeAg+) with high viral
load (HVL) were enrolled across pivotal studies GS-US-174-
0102 and GS-US-174-0103 and were randomized to TDF 300
mg (n = 82) or adefovir dipivoxil (ADV) 10 mg (n = 47). After
W48, eligible patients (with a W48 liver biopsy) initiated open-
label TDF for 7 additional years. On or after W72, patients
with a confirmed HBV DNA > 400 ¢/mL had the option to add
emtricitabine (FTC) at the discretion of the investigator. Re-
sults. Overall, approximately 20% (129/641) of patients enro-
lled in studies 102 and 103 had an HBV viral load > 9 log10 c¢/mL.
At baseline, the median age of HVL and non-HVL patients
was 31 and 43 years, respectively (p < 0.001). 34.9% of the
HVL and 53.1% of the non-HVL patients had ALT > 2 x ULN
(p < 0.001). 19.0% of HVL and 25.2% of non-HVL were
cirrhotic (Ishak 5/6) at baseline (p = 0.148). 91.5% of HVL
and 28.9% of non-HVL patients were HBeAg+ at baseline
(p < 0.001). There was a similar distribution of patient sex
across HVL and non-HVL patients and there was no difference
in the distribution of HBV genotypes among HVL and non-HVL
patients (p > 0.2 for both variables). At W240, 69.5% of HVL
and 83.5% of non-HVL patients normalized ALT (p = 0.010).
2.1% of HVL and 9.5% of non-HVL patients were cirrhotic at
W240 (p = 0.093). Among HVL patients who were HBeAg+ at
baseline, HBsAg loss was observed in 19.3%, while among
non-HVL patients who were HBeAg+ at baseline, HBsAg loss
was observed in 4.3% (p < 0.001). Conclusion. TDF is highly
efficacious in patients with high baseline HBV viral load > 9
logl0 ¢/mL. High rates of HBeAg and HBsAg loss were achie-

ved, and no TDF resistance was observed.

FIVE YEARS OF TREATMENT WITH TENOFOVIR
DISOPROXIL FUMARATE (TDF) FOR CHRONIC
HEPATITIS B (CHB) INFECTION IS ASSOCIATED
WITH SUSTAINED VIRAL SUPPRESSION AND
SIGNIFICANT REGRESSION OF HISTOLOGICAL
FIBROSIS AND CIRRHOSIS
N. AFDHAL,! E. GANE? F. WEILERT,> M. BUTI* LM. JACOBSON,}
M.K. WASHINGTON® N. BEKELE’ E.B. MARTINS,” J.F. FLAHERTY,
J.G. MCHUTCHISON,” P. MARCELLIN®
'"HARVARD MEDICAL SCHOOL, BOSTON, MA, USA. ?AUCKLAND CITY HOSPITAL,
AUCKLAND, NEW ZEALAND. 3WAIKATO HOSPITAL, HAMILTON, NEW ZEALAND.
4HOSPITAL GENERAL UNIVERSITARI VALL D'HEBRON AND CIBEREHD, BARCELONA,
SPAIN. MEDICAL COLLEGE OF CORNELL UNIVERSITY, NEW YORK, NY, USA.
SVANDERBILT UNIVERSITY, NASHVILLE, TN, USA. 7GILEAD SCIENCES INC., FOSTER
CITY, CA, USA. éHOPITAL BEAUJON, CLICHY, FRANCE.

Objectives. TDF has demonstrated sustained viral suppres-
sion, no resistance, and good safety in CHB patients. We pre-
sent 5 year on-treatment virologic and paired histology data
from studies in HBeAg- (Study 102) and HBeAg+ (Study 103)
patients. Material and methods. After 48 weeks of double-
blind comparison of TDF to adefovir dipivoxil, all patients un-
dergoing liver biopsy were eligible for the open-label TDF
extension phase. Subjects were assessed 3 monthly for safety,
virology, serology and resistance. Repeat biopsies were perfor-
med at year 5 and reviewed by an independent pathologist.
Results. Of 641 patients randomized and treated, 585 (91%)
entered the TDF extension phase; 489 (76%) remain on study
at year 5. Paired histologic liver assessments at baseline (BL)
and year 5 were available for 348 (54%) patients. 87% showed
histologic improvement (M = E); 96% of patients improved or
showed no worsening of fibrosis by Ishak scoring, and 74% of
cirrhotic patients at baseline had regression of histologic cirr-
hosis. In multivariable analysis, body mass index (BMI) at ba-
seline was independently associated with regression of
cirrhosis (63% in BMI < 26 kg/m? and 37% in BMI > 26 kg/m?
P = 0.0002, OR 9.5 [95% CI, 2.99, 33.04]). At 5 years, 98% of
patients on therapy had HBV DNA < 400 copies/mL, and ALT
normalization was achieved by 85%, and 73% of HBeAg- and
HBeAg+ patients. HBsAg loss (KM%) was observed in 11% of
HBeAg+ patients treated with TDF; 1 HBeAg- patient also
had HBsAg loss at Week 240. TDF was safe and well tolerated;
resistance has not been detected to TDF through year 5. Con-
clusions. TDF remains safe and effective over a 5 year period.
These data establish the link between long-term HBV suppres-
sion with TDF and regression of advanced fibrosis in the ma-
jority of treated patients.

TUBERCULOUS ABSCESS IN
THE LIVER AND SPLEEN AS MANIFESTATION
OF INMUNE RECONSTITUTION SYNDROME IN
A PATIENT WITH AIDS
J. GUEVARA MIRANDA,'2 V. VALENZUELA GRANADOS,'2 Y. SURCO
OCHOA,'2 J. HUERTA MERCADO TENORIO,'2 J.L. PINTO VALDIVIA,'2
R. DE LOS RIOS SENMACHE,'? A. PISCOYA RIVERA,'?
R. PROCHAZKA ZARATE,'2 A. ZEGARRA CHANG,'2
E.A. BRAVO PAREDES'?
'FACULTAD DE MEDICINA, UNIVERSIDAD PERUANA CAYETANO HEREDIA, LIMA.
2HOSPITAL NACIONAL CAYETANO HEREDIA, LIMA.
A male 36-year old with past medical history of pulmonary
TB. Tuberculosis was treated and patient was diagnosed of
HIV infection three years ago. He started antiretroviral thera-
py (HAART) which left it during one year. He referred six
months before admission mild abdominal pain, cough and
weight loss. He was newly diagnosed of pulmonary tuberculo-
sis AFB (+) in sputum. He started TB treatment with four
drugs (INH, RMP, PZA, EMB) and improved symptoms. Du-
ring the third week of TB treatment, he restarted HAART af-
ter which referred increased abdominal pain with high fever
and malaise. Physical examination revealed fever, pain on up-
per abdominal tenderness and visceromegaly. Laboratorial
test showed moderate anemia, CD4: 14 cells/mL and test liver
function unaltered. An abdominal CT scan showed liver fluid
collection in segment I with peripancreatic and retroperitoneal
lymphadenopathy. The collection was drained obtaining
purulent fluid. Direct smear and cultures for bacterial and
fungal was negative. AFB smear and mycobacterial culture
was positive and sensitive to all antituberculous drugs. The
TB and HAART treatment didn’t stop but appeared severe
pain in left upper quadrant. A new abdominal CT scan
showed a liver abscess and higher splenomegaly with multiple
hypodense lesions, so underwent splenectomy. The histopa-
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thology showed granulomas with negative AFB and culture
positive for Mycobacterium tuberculosis. The patient outcome
was favorable. Conclusion. Tuberculosis should be conside-
red in the differential diagnosis of intraabdominal abscesses
in immunosuppressed patients, including in the course of
treatment tuberculosis as a manifestation of Immune Recons-
titution.

EFFECTIVENESS AT 24 WEEKS OF
TENOFOVIR/EMTRICITABINE AND EFAVIRENZ
OR LOPINAVIR/RITONAVIR PLUS PEGYLATED
INTERFERON ALFA-2B IN HBV/HIV COINFECTED

PATIENTS IN MEXICO
JA. MATA-MARIN,* 1J. ASCENCIO-MONTIEL, R. ARIAS-FLORES,
C.. ARROYO-ANDUIZA, J.L. GONZALEZ-HERNANDEZ,
JE.  GAYTAN-MARTINEZ

Background. It has been reported in Mexico, genotypes H
and G like the most common; in HIV co-infected patients res-
ponse to treatment of these genotypes is unknown. The aim
of the study was to determine the effectiveness at 24 weeks of
tenofovir/emtricitabine and efavirenz or lopinavir/ritonavir
plus pegylated interferon alfa-2b in HBV/HIV coinfected pa-
tients in Mexico. Material and methods. We performed a
prospective cohort study of patients with HIV/HBV co-infec-
tion, HBeAg-positive patients with chronic hepatitis B were
assigned to efavirenz 600 mg/daily or lopinavir/ritonavir 400/
100 mg twice daily both with tenofovir/emtricitabina 300/200
mg/daily, plus 100 uwg/week pegylated interferon alfa-2b for 24
weeks. Patients seen from January 2008 to September 2010 at
Hospital de Infectologia, La Raza National Medical Center in
México City were included. Patients were tested at beginning
of study, 4, 12 and 24 weeks after with blood cell count, liver
function test, CD4+ cells count, DNA HVB and RNA HIV vi-
ral load, HBV serologic panel and genotype test. The study
had a primary measure of effectiveness assessed after 24 weeks
of treatment-free follow-up: suppression of HBV DNA to
levels below 60 IU/mL. Secondary endpoints were HBeAg se-
rocon version (defined by the loss of HBeAg and the presence
of anti-HBe antibody) and HBsAg seroconversion (defined by
the loss of HBsAg and the presence of anti-HBs antibody).
Cumulative incidence and relative risk (RR) with 95% confi-
dence interval (95%CI) were calculated. Results. We enrolled
29 men patients. HBV genotypes were F in 3.8%, A in 11.5%,
and 42.3% to G and H respectively. The mean (+ SD) age was
33.2 = 7.7 years old. HVB mutations were detected in 20.7%
of patients; four patients had M204V mutation and L180M.
Median of DNA HBV viral load and RNA HIV viral load were
lower at 24 weeks, compared with basal results (300; 1554 vs.
853,500; 138,293,250 IU/mL, p < 0.001 in HVB and 50; 162
vs. 29,400; 183,741 copies/mL, p < 0.001 in HIV). CD4+ cells
count remained without change (260; 196 vs. 178; 309 cells/
mL, p = 0.355). Primary endpoint was present in 48.2% of pa-
tients (95%CI 28.4% - 68.2%) [30% in EFV group and 37.5% in
LPV/r; p = 0.696]. No differences were observed between pa-
tients with and without primary endpoint. Cumulative inci-
dence of loss of HBeAg and HBsAg were 27.6% (95%CI
9.6%-45.6%) and 6.9% (95%CI 0.8%-22.8%) respectively. Pa-
tients with one or two secondary endpoints had lower hemato-
crite (36; 10 vs. 43.5; 11.3 mg/dL, p = 0.021) lower CD4+ cells
count (88; 210 vs. 235; 308 mg/dL, p = 0.019) and higher glu-
cose (97; 15 vs. 88; 10 mg/dL, p = 0.011) than those with no
one secondary endpoints. Hemoglobin < 12.5 mg/dL (RR 3.28,
95% CI 1.17-9.21) and glucose > 90 mg/dL (RR 2.29, 95%CI
1.25-4.21) were associated to HBV treatment response. Con-
clusions. Tenofovir/emtricitabine and efavirenz or lopinavir/
ritonavir plus pegylated interferon alfa-2b is effective in the

treatment of patients with HBeAg-positive chronic hepatitis
B. Undetectable DNA HBV viral load was obtained in almost
50% at 24 weeks of treatment in H and G genotypes.

PREDICTIVE FACTORS
ASSOCIATED TO RAPID VIRAL
RESPONSE IN HEPATITIS C VIRUS INFECTED
PATIENTS IN MEXICAN POPULATION
A. CHAPARRO-SANCHEZ, 1.J. ASCENCIO-MONTIEL, JA MATA-MARIN,
R. ARIAS-FLORES, J.E. GAYTAN-MARTINEZ

Background. Viral response at 4 weeks of treatment is an
important predictor of sustained viral response. The aim of
study was to determine the predictive factors associated to ra-
pid viral response (RVR) in hepatitis C virus (HCV) infected
patients. Material and methods. We performed a cohort
study of patients with chronic hepatitis C, who has been sub-
sequently followed during the first 4 weeks of treatment. Pa-
tients seen from January 2008 to October 2009 at Hospital de
Infectologia, La Raza National Medical Center in México City
were included. We evaluated 65 chronic hepatitis C (CHC) nai-
ve patients who were evaluated to start therapy with PEGyla-
ted interferon alpha-2b (1.5 ug/kg per week) and ribavirin (>
75 kg: 1,200 mg and < 75 kg: 1,000 mg). Medical history was
recorded for all patients (general attributes, medical problems,
and medications), physical exam (height and weight), and la-
boratory results (blood cell count, liver function test, HCV
RNA, and viral genotype). Rapid viral response was defined as
negative after 4 weeks of treatment. Statistical analysis was
performed with SPSS for Windows (version 12.0; SPSS Inc.,
Chicago, Ill). Categorical variables were compared using the
Pearson’s %2 or Fisher’s exact test. Relative risk (RR) and 95%
confidence interval (CI) were calculated to assess the relation-
ship between each risk factor. To adjust for the effects of
potential confounders, we used logistic regression models.
P < 0.05 were considered significant. Results. We enrolled 26
(40%) men and 39 (60%) women; 45 (69.2%) had HCV geno-
type 1 and 20 (30.8%) genotype 2 or 3. The mean (= SD) age
of our subjects was 48 + 13.4 years old. Cumulative incidence
of RVR was 36.9% (24/65): 20% (9/45) were genotype 1 and
75% (15/20) were genotype 2 or 3; p < 0.001. Risk factors as-
sociated to RVR were male sex (RR 1.99, 95% CI 1.18-3.57;
p = 0.035), and genotype 2 or 3 (RR 5.12, 95% CI 2.13-12.33;
p < 0.001) Conclusions. Male sex and genotype 2 or 3 are
predictive factors associated to rapid viral response in HCV
infected patients in Mexican population.

EL TRATAMIENTO POR DOS ANOS CON
PIRFENIDONA EN PACIENTES CON HEPATITIS
CRONICA MEJORA LA FIBROSIS,
NECROINFLAMACION 'Y ESTEATOSIS AL REGULAR
LA EXPRESION DE LOS RECEPTORES CB1,CB2Y
LOS NIVELES SERICOS DE TGF-B EIL-6
L. FLORES CONTRERAS,' A. SANDOVAL RODRIGUEZ,’

M. MENA ENRIQUEZ' J. ARMENDARIZ-BORUNDA
'INSTITUTO DE BIOLOGIA MOLECULAR EN MEDICINA Y TERAPIA GENICA, CUCS,
UNIVERSIDAD DE GUADALAJARA. GUADALAJARA, JALISCO, MEXICO.
Objetivo. En este estudio se evalué si el tratamiento durante
dos anos con el farmaco anti-fibrético y anti-inflamatorio Pir-
fenidona (PFD) en pacientes con hepatitis C créonica mejora la
necroinflamacién, fibrosis y esteatosis mediante la regulacién
de la expresién génica de los receptores a cannabinoides CB1
(pro-fibrogénico) y CB2 (anti-fibrogénico), asi como los nive-
les séricos de TGF-B, IL-6 y TNF-o. Material y métodos. 28
pacientes con hepatitis C crénica recibieron tratamiento con
Pirfenidona (1,200 mg/dia) durante dos afos. Biopsia hepéatica
y muestras de suero se obtuvieron al inicio y al final del trata-
miento. La expresién génica en higado de los receptores CB1 y
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CB2 fue valorada mediante PCR en tiempo real. La fibrosis y
la necroinflamacién se evaluaron por dos patélogos ciegos al
estudio utilizando el Indice de Actividad Histolégica (HAI) de
Knodell e Ishak; la esteatosis se analiz6 con el programa Ima-
ge Pro-Plus 5.0. En suero se midieron los niveles de TGF-f,
IL-6 y TNF-o con la técnica de ELISA y se realizaron pruebas
de funcién hepatica (ALT y AST). El genotipo viral del VHC
fue determinado por PCR, la carga viral se midié cada seis
meses, y se evalué la calidad de vida con el cuestionario SF-36.
Resultados. Al final del tratamiento la fibrosis y la necroin-
flamaciéon disminuyen en promedio 2 y 3.2 puntos en 67% y
82% de los pacientes, respectivamente. La esteatosis disminu-
y6 de 4.9 a 1.24% en ocho de 13 pacientes. Los niveles séricos
de TGF-B e IL-6 disminuyeron significativamente en 93% y
67% de los pacientes, respectivamente; TNF-o disminuy6 en
47%. Los receptores CB1 y CB2 se expresaron en todos los pa-
cientes analizados. E1 RNAm del CB2 se increment6 en 85.7%
y el CB1 disminuyé6 en 28.57% de los pacientes. La ALT dismi-
nuy6 significativamente en 81% de 91.3 + 86.6 a 63.8 = 25.7
UI/mL. El genotipo viral mas comun fue el 1b. No se observa-
ron diferencias significativas en la carga viral. Finalmente la
calidad de vida mejoré en todos los pacientes al final del trata-
miento. Conclusién. El tratamiento con Pirfenidona dismi-
nuye la fibrosis, la necroinflamacién y la esteatosis al
disminuir los niveles séricos de TGFf e IL-6 y al regular la
expresion génica de los receptores CB1 y CB2 que regulan la
progresion de la fibrosis y esteatosis en pacientes con hepatitis
C croénica, lo cual contribuye a mejorar la calidad de vida de
los pacientes.

ENDEMICIDAD DE HEPATITIS
VIRAL B Y BAJOS NIVELES DE CARGA
VIRAL EN POBLADORES DE
LA COMUNIDAD MATSESEN LA
AMAZONIA PERUANA, LORETO 2011
C. CABEZAS,' 0. TRUJILLO," M. SUAREZ' J. BALBUENA,
P. VALENCIA! L. CUENCA?2 L. MARIN,' M. THEME 2
'INSTITUTO NACIONAL DE SALUD. 2REGION DE SALUD LORETO, PERU.
La hepatitis viral B (HBV) es hiperendémica en comunidades
indigenas de la Amazonia Peruana; ademés de la inmuniza-
cién, es importante orientar el tratamiento de los portadores
crénicos. Se desarrollé un estudio para determinar la preva-
lencia actual y los niveles de carga viral de la HBV en la pobla-
cion Matsés del distrito de Yaquerana, provincia de Requena
en la Region Loreto. Material y métodos. Estudio transver-
sal realizado en poblacién general de 14 comunidades de Mat-
sés. Se desarroll6 censo poblacional y buisqueda en las cuencas
de los rios y en cada comunidad casa por casa. Se obtuvo una
muestra de sangre en la que, mediante ELISA, se determina-
ron marcadores serolégicos de infeccién para HBV: HBsAg,
HBeAg, AntiHBc IgM, AntiHBc total, Anti HBs, Anti Delta, y
carga viral mediante PCR en tiempo real. El estudio fue apro-
bado por el Comité de Etica del Instituto Nacional de Salud y
conté con la participacion de los dirigentes locales y traducto-
res. Resultados. De una poblacién total de 1,556 habitantes
se obtuvieron muestras sanguineas de 965 pobladores, encon-
trandose una prevalencia total de infeccién (anti HBc total) de
HBYV de 36% (348), 3.3% (32) para HBsAg (todos HBeAg nega-
tivos), 92% (888) para Anti HBs; en ningan caso se detectaron
anticuerpos IgM anti HBc. Todos los portadores de
HBsAg eran mayores de 17 anos. En la poblacién menor de
seis anos (129), 92% (888) tuvieron anticuerpos protectores
(anti-HBs) y no anticuerpos que indicaran infeccién pasada
(Anti HBc total). 51 personas no presentaron anticuerpos pro-
tectores ni marcadores seroldgicos de infeccién pasada de he-
patitis B, 33.3% de éstos (17) correspondi6 a nifios menores de

seis anos. De los 32 portadores de HBsAg, la carga viral fue
indetectable en ocho; < 6 UI/mL en 16; entre 6-1,757 Ul/mL
en siete y s6lo en uno fue de 3,330 UI/mL. Conclusiones.
La prevalencia general de infeccién por HBV es de 36% y la de
portadores créonicos 3.32%. En 93% de los casos la carga viral
estuvo por debajo de 2,000 UI/mL y s6lo un paciente requirié
tratamiento, hallazgos que sugieren la necesidad de estudios
mas especificos orientados a reevaluar el nivel de carga viral
como criterio de tratamiento en estas comunidades. En 51
personas (5.2%) no se detectaron anticuerpos protectores con-
tra la hepatitis B, 33.3% de éstos (17) correspondié a nifios
menores de seis anos quienes deben ser inmunizados.

FRECUENCIA DE INFECCION POR VIRUS B
Y VIRUS CEN PERSONAL MILITAR DEL
EJERCITO DEL PERU
) P. VICUNA,' M. DAVALOS,? J. TARRILLO® )
ICLINICA GERIATRICA DEL EJERCITO PERUANO. PERU. 2UNIDAD DE HIGADO-
HNERM-ESSALUD. PERU. 3UVE-ASOCIACION PERUANA PARA EL ESTUDIO DEL HIGADO
(APEH). PERU.

Introduccién. La prevalencia de hepatitis B (HVB) y hepati-
tis C (HVC) en el Pert no se conoce exactamente. Diversos es-
tudios indican que seria de 1.7-2% en el caso de HVB y ~1%
en HVC. El presente estudio tuvo la finalidad de demostrar la
prevalencia de infeccién por VHB y VHC en una poblacién mi-
litar cerrada a nivel nacional y detectar los factores de riesgo
relacionados. Material y métodos. Se efectué una encuesta
epidemiolégica al personal de las diferentes regiones militares
de todo el Peru. Se incluyeron oficiales, suboficiales, tropa,
personal en retiro y personal civil. En todos los casos se toma-
ron muestras de sangre para la deteccion de HBsAg, Anticore
total y anti-HVC. Los resultados se analizaron mediante el
software SPSS. Resultados. Se evaluaron 9,011 personas, la
edad promedio fue de 38.11 anos. La mayoria de los casos se
evaluaron en Lima (67.4%). Predominé la poblacién subalter-
na (67.73%), seguida por oficiales (31.87%), la poblacién civil
fue menos de 0.3%. Como factores de riesgo sélo 3.9% tenia
antecedente de hemotransfusion, 0.9% antecedente de consu-
mo de drogas, antecedente de tratamiento quirdargico 24.4%,
antecedente de cirugia menor 13.5%, antecedente de procedi-
miento médico invasivo 40.9%, varias parejas sexuales 13.3%.
En relacién con la serologia viral, 88 casos tuvieron Anticore
positivo (1%), 33 casos HBsAg positivo (0.4%) y 126 Anti-HVC
positivo (1.4%). De todos los factores de riesgo analizados Gni-
camente el antecedente de algin procedimiento invasivo tuvo
relacion significativa con la presencia de infeccién viral. Con-
clusiones. El presente es el primer estudio epidemiolégico de
la frecuencia de infeccién por hepatitis viral By C a nivel na-
cional en una poblacién cerrada Se demostré que la infecciéon
crénica por VHB es baja (0.4%) y que la de VHC esta por enci-
ma de lo reportado anteriormente (1.4%), el factor de riesgo
asociado a estas infecciones fue el antecedente de procedimien-
tos invasivos, evento que debe alertar acerca de optimizar las
medidas de bioseguridad. Si bien es un estudio descriptivo con
varias limitaciones, desde el punto de vista poblacional es ade-
cuado para valorar la prevalencia de hepatitis y permitiria ha-
cer una cohorte de seguimiento para analizar la evolucién de
la hepatitis crénica.

USO DE MEDICINA ALTERNATIVA'Y
COMPLEMENTARIA EN PACIENTES CON
ENFERMEDAD HEPATICA EN UNA UNIDAD DE

HIGADO
P._ CORDERO-PEREZ,' C.G. VILLALOBOS-ANGUIANO,'
L. TORRES-GONZALEZ,' L.E. MUNOZ-ESPINOSA,!
P. CARRANZA-ROSALES,2 N.E. GUZMAN-DELGADO?
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"UNIDAD DE HIGADO, SERVICIO DE GASTROENTEROLOGIA, DEPARTAMENTO DE
MEDICINA INTERNA, HOSPITAL UNIVERSITARIO DR. JOSE E. GONZALEZ,
UNIVERSIDAD AUTONOMA DE NUE 79) LEON, MEXICO. *CENTRO DE INVES T/GACION
BIOMEDICA DEL NORESTE, IMSS, MEXICO. >HOSPITAL DE CARDIOLOGIA NUM. 34,
IMSS, MONTERREY, NUEVO LEON, MEXICO.

Introduccion. El uso de Medicina Alternativa y Complemen-
taria (MAC) se ha incrementado de manera significativa en los
altimos anos. Objetivo. Definir el tipo de MAC usada en pa-
cientes hepatépatas de una Unidad de Higado y describir en el
caso de herbolaria, cuél es el principal compuesto utilizado
para las enfermedades hepaticas. Material y métodos. Se
aplicaron 14 preguntas con base en referencias internaciona-
les a pacientes mayores de 18 afos, que acudieron a la consul-
ta de la Unidad de Higado del Hospital Universitario “José E.
Gonzalez” de enero a junio de 2011. Se registraron datos de-
mograficos y nivel de educaciéon; respecto a MAC: frecuencia
de uso, costo, categoria de la MAC utilizada, tipo de medicina
herbolaria y enfermedad hepatica para la que se aplicaba. Re-
sultados. Se aplicé la encuesta a 100 pacientes, 13 de primera
vez y 87 subsecuentes (60% mujeres y 40% hombres). El 75%
eran de regién noreste (Coahuila, Tamaulipas, Nuevo Leén),
19% del centro (San Luis Potosi, Durango, Distrito Federal,
Puebla, Veracruz, Guanajuato, Morelos), 4% del sur (Tabasco,
Campeche, Nayarit) y 2% de Estados Unidos. Respecto a edu-
cacion: 38% fueron de nivel superior, 16% de educacion técni-
ca, 15% de posgrado, 13% de escolaridad primaria, 11%
preparatoria, 6% secundaria y 1% ninguna. El 64% refiri6 uti-
lizar algin tipo de MAC con la siguiente frecuencia: 33% oca-
sional, 17% diario, 13% semanal, 1% mensual y 36% refirié ya
no utilizarla. El costo invertido por 64% de los pacientes que
utilizaron MAC fue menor a 500 pesos en 73%, de 500 a
1,000 pesos en 16%, de 1,000 a 5,000 pesos en 1.6%, mayor a 5000
pesos en 4.7%; ninguno en 4.7%. La proporciéon en la que los
pacientes emplearon al menos un tipo de MAC fue 22%, dos
tipos 17% y maéas de dos tipos de MAC 61%. El tipo de MAC
mas utilizada fue remedios herbales caseros (90%), seguida
por ejercicio o caminata (34%), homeopatia (28%), vitaminas
(26%) y acupuntura (25%). De los remedios herbales la man-
zanilla fue la mas utilizada (60%), seguida por la canela (41%),
té verde (25%), miel (25%), ajo (20%), hierbabuena (20%). De
los remedios herbales para enfermedades hepéaticas el 4loe
vera fue referido en 17%, seguido de cardo lechoso (13%), bol-
do (5%), diente de leén (5%) y gordolobo en 3%. La MAC fue
recomendada en 78% de los casos por un familiar o amigo, 6%
por un médico de MAC, 5% por internet y 8% por médico alé-
pata. En 3% de los pacientes se presentaron efectos no desea-
dos por el uso de MAC, tales como dolor abdominal y pérdida
de peso. Conclusiones. El 64% de los pacientes atendidos en
esta Unidad de Higado en un periodo de seis meses utiliza al-
gun tipo de MAC, los remedios herbales es el tipo de MAC mas
utilizado y el remedio méas utilizado fue con base en manzani-
1la. El aloe vera fue el mas utilizado para tratamiento de enfer-
medades hepaticas.

EL SILENCIAMIENTO DE LA
ENZIMA Cu/Zn-SUPEROXIDO DISMUTASA (SOD1)
REVIERTE EL EFECTO ANTIVIRAL DEL AASEN LA
REPLICACION DEL VHC
S. LOZANO-SEPULVEDA,! C. RIOS-IBARRA,!

JA. MERINO-MAS,COI"KFKO,1 AM. RIVAS-ESTILLA' ’
'LABORATORIO DE INFECTOLOGIA MOLECULAR, DEPARTAMENTO DE BIOQUIMICA Y
MEDICINA MOLECULAR, FACULTAD DE MEDICINA, UNIVERSIDAD AUTONOMA DE
NUEVO LEON, MONTERREY, NL, MEXICO.

Objetivo. Se ha reportado que el VHC causa estrés oxidativo
celular mediante la generacion de especies reactivas del oxige-
no (ROS). Las enzimas antioxidantes, tales como superéxido
dismutasa (SOD), catalasa y glutatién peroxidasa, proporcio-

nan una importante linea de defensa contra el dafno oxidativo.
Previamente nuestro grupo de investigaciéon demostré que el
acido acetilsalicilico (AAS) disminuye los niveles de RNA y
proteinas del VHC; sin embargo, el mecanismo es desconoci-
do. El objetivo de este trabajo fue evaluar el efecto de la inhibi-
cién de la enzima Cu/Zn-SOD (SOD1) sobre los niveles del
RNA-VHC en células Huh7 replicon en presencia y ausencia
de AAS. Material y métodos. Células Huh7 HCV-replicon
fueron transfectadas con siRNA dirigido contra la enzima Cu/
Zn-SOD (siRNA-SOD1)(100nM) para silenciar la expresion de
la enzima y evaluar su efecto en la replicacién del VHC. En
paralelo, las células fueron tratadas con AAS 4mM. Posterior-
mente se extrajo el RNA total a las 24-72 h postransfeccion,
después se sintetiz6 el cDNA mediante RT-PCR. A partir del
cDNA se realiz6 la qPCR para cuantificar el mRNA-SOD1 y el
RNA-VHC, se utilizaron sondas TagMan especificas. La ex-
presion relativa del VHC se calcul6 por medio del método
AACt. Se utilizaron actina y GAPDH como genes normaliza-
dores. Resultados. Los niveles de mRNA de la enzima SOD1
disminuyeron a 50% aproximadamente a las 48 y 72 h, en las
células transfectadas con el siRNA-SOD1 respecto a su con-
trol sin transfeccién a los mismos tiempos. Los niveles del
RNA-VHC en células con inhibicién de la enzima SOD1 dismi-
nuyeron 40% a las 48 y 72 h con respecto a los controles sin
transfecciéon. Sin embargo, al combinar la inhibicién de la
SOD1 y el tratamiento con AAS 4mM, se observé el efecto
contrario, el nivel del RNA-VHC aument6 en comparacién
con los controles sin tratamiento y con las células que se tra-
taron sélo con AAS o inhibidas con siRNA por separado.
Conclusiones. Se encontré que la inhibicién de la SOD1 re-
vierte parcialmente el efecto negativo del AAS en la expresién
del VHC. En conjunto, estos resultados sugieren que la activi-
dad de la SOD1 puede determinar la modulacién de la replica-
ci6n subgendémica del VHC en células tratadas con AAS. Este
tipo de conocimientos es util para el disefio de nuevos farma-
cos antivirales que permitan mejorar el tratamiento de pacien-
tes con hepatitis C. Trabajo subsidiado por CONACYT
SALUD-2008-01-86-996 y CB2010-01-155082 otorgado a
AMRE.

TEST RAPIDO DE DETECCION
DE ANTICUERPOS ANTI VIRUS
HEPATITIS C EN POBLACION QUE
CONCURRE A UN HOSPITAL
C._PAVEZ AZURMENDI' C. HURTADO HEIM,' M. VENEGAS SANTOS,'
N. COVARRUBIAS RUZ,' C. TORRES BODEVIN,! J. CORDERO
ORELLANA,! T. VUJCIC VILLAROEL,' P. MUNOZ DIMITROV,’
A. MANUGUIAN GUZMAN,! S. SAGREDO JARA,!
S. ESCANDAR ALAMOS,! R. SEPULVEDA CORTES,!
_F. GONZALEZ ANDRADE,' J. BRAHM BARRIL'
ISECCION DE GASTROENTEROLOGIA, DEPARTAMENTO DE MEDICINA, HOSPITAL
CLINICO UNIVERSIDAD DE CHILE, SANTIAGO, CHILE.
Objetivo. El virus hepatitis C (VHC) es una de las principales
causas de enfermedad hepatica cronica en nuestro medio, pero
hay un ntmero indeterminado de sujetos infectados que des-
conocen su condicién. En la celebraciéon del Dia Mundial de la
Hepatitis se ofreci6 la deteccién gratuita de anticuerpos anti
VHC a personas que frecuentaban el Hospital Clinico de U de
Chile (HCUCH). EI objetivo fue estudiar la presencia del anti
VHC en una poblacién general de personas que acudian al
HCUCH, mediante un test de screening rapido. Material y
métodos. Se estudiaron todos los sujetos que acudieron en
forma voluntaria a realizarse un test de screening rapido
(Test card inmunocromatografico, anti VHC, In Tec, China)
que detecta anticuerpos anti VHC en una gota de sangre ex-
traida mediante una lanceta en uno de los dedos de la mano,
cuyo resultado se visualiza en 15 min. A todos los sujetos posi-



Abstract section. XXII Meeting of the Latin American Association for The Study of the Liver. Annats of Hepatology, 2012; 11 (5): 751-805

767
°

tivos se les cit6 y realiz6 una encuesta, se les investigé los anti
VHC por EIA convencional (Axsym Abbott Laboratories,
USA) y Carga viral del VHC (TagMan®, Roche). Resultados.
Se estudiaron 903 personas, mediana de edad 50 afos (rango
2 a 88), 602 mujeres (67%). El 1.7% (15/903) fue positivo para
el test rdapido y todos se confirmaron con test EIA convencio-
nal. E1 73% (11/15) conocia su condiciéon de infectado crénico
por VHC e incluso 5/11 recibieron terapia antiviral; sélo cua-
tro pacientes lo desconocia, la carga viral fue positiva sola-
mente en dos de ellos. Los negativos para carga viral
presentaron anticuerpos positivos débiles tanto en el test rapi-
do como en el convencional. La mayoria de los pacientes posi-
tivos tenia algan factor de riesgo para infecciéon con VHC:
siete pacientes recibieron transfusiones sanguineas, uno tenia
tatuaje y dos usuarios de drogas endovenosas (uno de ellos te-
nia tatuaje). Otros tres tenian cirugia como tnico factor de
riesgo y uno antecedente de esposa infectada con VHC. Con-
clusién. Con el test rapido utilizado fue posible identificar 15/
903 sujetos anti VHC positivos (1,7%), test que se correlacioné
con la prueba convencional EIA. De los 4/15 sujetos que des-
conocian su condicién de infectados, dos fueron positivos dé-
biles y cargas virales negativas. La mayoria de los casos tenia
algin factor de riesgo para la infeccién con VHC. Este test
utilizado por primera vez en nuestro medio fue facil de reali-
zar y con resultados rapidos, es util para aplicarse en grandes
grupos poblacionales.

RESISTENCIA INSULINICA
EM PORTADORES DE HEPATITE
CRONICA CNAO DIABETICOS:
QUAL O SIGNIFICADO?
,! F.H. LIMA PACE,' J. MACHADO,!

K. V. DIAS BASTOS BARBOSA,! T. CAMPANHA RIBEIRO!
"DEPARTAMENTO DE MEDICINA INTERNA, UNIDADE DE GASTROENTEROLOGIA E
HEPATOLOGIA, UNIVERSIDADE FEDERAL DE JUIZ DE FORA. BRASIL.
Objetivos. Em portadores de hepatite cronica C nao diabéti-
cos, verificar a prevaléncia de resisténcia insulinica (RI) e
analisar a associagdo desta com os pardmetros laboratoriais e
histolégicos. Pacientes e método. Foram incluidos no estu-
do 82 portadores de hepatite crénica C nao diabéticos. Exame
clinico com determinacao da pressao arterial, circunferéncia
abdominal, peso e altura foram obtidos para identificar a pre-
senca de sindrome metabdlica e calculo do indice de massa cor-
poérea. Amostras de sangue foram coletadas para
determinacéao de glicose, perfil lipidico, alanina aminotransfe-
rase (ALT), aspartato aminotransferase (AST), ferritina,
HOMA-IR, carga viral e gen6tipo do VHC. HOMA-IR superior
a 2,5 foi considerado resisténcia insulinica. Para analise histo-
légica foi utilizada a classificagdo de Metavir. Resultados. A
média de idade foi de 51+12,1 anos e 42 (51%) pacientes fo-
ram do sexo masculino. Sindrome metabédlica e obesidade fo-
ram observadas em 24 (29%) e 15 (18%) pacientes,
respectivamente. RI foi observada em 27% dos pacientes e foi
associada a idade (56.9 + 10.1 vs. 49.7 + 12.3; p = 0.03), cir-
cunferéncia abdominal (97.8 + 11.9 vs. 87.1 + 11.1; p = 0.04)
e indice de massa corpdrea (28.1 + 4.4 vs. 25.4 £ 4.1; p =
0.01). Niveis de ALT, AST, GGT e RNI foram significativa-
mente maiores em pacientes com RI enquanto os niveis de al-
bumina foram menores. Quando comparado a pacientes sem
RI, aqueles com HOMA-IR superior a 2,5 apresentaram graus
mais acentuados de fibrose hepatica e atividade necroinflama-
téria assim como maior frequéncia de esteatose hepatica a
analise histolégica. Conclusdes. E comum a presenca de RI
em portadores de hepatite cronica C e esta se associa com
graus mais avancados de fibrose hepatica e atividade inflama-

téria induzida pelo virus da hepatite C.

CIRRHOSIS AND COMPLICATIONS

ENDOSCOPIC THERAPY OF GASTRIC VARICES
WITH CYANOACRYLATE IN PATIENTS WITH LIVER
CIRRHOSIS
0. CASTILLO CONTRERAS' F. PALACIOS SALAS2 M. YOZA
YOSHIDAIRA,' C. CONTARDO ZAMBRANO,® C. SORIANO ALVAREZ?
'CLINICA RICARDO PALMA - LIMA, PEBU. ZHOSPITAL EDGARDO REBAGLIATI MARTINS.
ESSALUD - LIMA, PERU. 3CLINICA EL GOLF - LIMA, PERU.
Objective. To evaluate the therapeutic success of the injec-
tion of N-butyl-2-cyanoacrylate in the treatment of gastric va-
rices in patients with liver cirrhosis. Material and methods.
Retrospective study that included 31 patients who only recei-
ved cyanoacrylate endoscopic therapy between 2006 and 2010.
Intravariceally, cyanoacrylate was injected in a 1:1 dilution
with lipiodol until the obliteration of varices. The therapeutic
situation was: active bleeding, varices with stigmata of recent
bleeding and secondary prophylaxis. Treatment success was
evaluated according to hemostasis, recurrent bleeding and
obliteration. Results. Of the 31 patients, 3 (9.7%) were for ac-
tive bleeding, 18 (58%) with stigmata of recent bleeding and 10
(32.3%) as secondary prophylaxis. Gastric varices were
GOV2, 16 (51.6%); IGV1, 14 (45.2%); GOV1, 1 (3.1%). Total
hemostasis was achieved in 20/21 (95.2%) and in 2 (66.7%) of
3 patients with active bleeding. Five (16.7%) patients had recu-
rrent bleeding and 2 of them used cyanoacrylate with success-
ful hemostasis. Obliteration was achieved in 24 (77.4%). Five
patients died and one for failure of control bleeding. A high se-
verity of Child-Pugh classification was related to treatment
endoscopic failure (p = 0.02). The main complication was
bleeding after the injection of cyanoacrylate. Conclusions.
Our results support the use of cyanoacrylate in the treatment

of gastric varices with few major complications.

ASSOCIATION BETWEEN LEVELS OF SERUM
CREATININE, URINARY CREATININE 24-HOUR,
CALCULATED GFR AND MALNUTRITION IN
CIRRHOTIC PATIENTS BY DIFFERENT ETIOLOGIES
M.E.D. AYDOS,' F.F. NUNES,' SA FERNANDES,' L. BASSANI,’
D.L._HARTER' CA MARRONI'

TUFCSPA, UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO ALEGRE,
PORTO ALEGRE, RIO GRANDE DO SUL, BRASIL.

Objective. To evaluate the association between the serum
creatinine (Cr), urinary Cr 24-h levels, calculated glomerular
filtration rate (GFR) and malnutrition in cirrhotic patients by
different etiologies. Material and methods. Patients with ci-
rrhosis in outpatient follow-up at the Hospital Complex of the
Irmandade Santa Casa de Misericérdia de Porto Alegre, Bra-
zil, were evaluated for the nutritional assessment by bioelectri-
cal impedance analysis (BIA) through the phase angle and
calculated GFR was achieved by Cockcroft/Gault equation.
Results. A total of 61 patients were evaluated. The prevalent
age group was 60-69 years, which had 20 (32.8%) subjects, fo-
llowed by 40-49 years, which had 17 (27.9%). Hepatitis C
(54.1%) was the most prevalent etiology and was followed by
alcohol (32.8%). About the Child-Pugh -classification, 38
(62.3%) patients were Child Pugh A, 18 (29.5%) Child Pugh B
and 5 (8.2%) Child-Pugh C. Through the phase angle, it was
found 19 (31.1%) malnourished patients. The mean serum Cr
was 0.99 = 0.26 mg/dL in malnourished patients and 1.01 +
0.21 mg/dL in eutrophic (p = 0.688). Significant difference
between malnourished and eutrophic in relation to urinary Cr
24-h (p = 0.002), calculated GFR levels (p = 0.044) and GFR
classification (p = 0.026) was found. The malnourished
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patients had lower levels of urinary Cr 24-h (0.77 = 0.17
mg/dL vs. 1.02 = 0.44) and calculated GFR (71.6 = 30.0 vs.
87.9 = 28.1). 26.3% of malnourished had calculated GFR < 50
mL/min while for eutrophic it was 4.8%. Conclusion. Mal-
nourished patients had lower levels of serum Cr, urinary
Cr 24-h and calculated GFR.

CORRELATION BETWEEN

LIPID PROFILE OF CIRRHOTIC PATIENTS,
SODIUM AND PROGNOSTIC SCORES
L. BASSANI' S.A. FERNANDES;! F.F. NUNES,! D.L. HARTER,
M.E.D. AYDOS," C.A. MARRONI'
"UFCSPA, UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO ALEGRE,
PORTO ALEGRE, RIO GRANDE DO SUL, BRASIL.
Objectives. To evaluate the lipid profile (total cholesterol-
TC, very low density lipoprotein-VLDL, low density lipopro-
tein-LDL, high density lipoprotein-HDL, triglycerides-TG) of
cirrhotic patients due to alcohol and/or hepatitis C virus
(HCV), andto correlate with Child-Pugh score, MELD and So-
dium (Na). Material and methods. Medical records of cirr-
hotic patients in outpatient follow-up at Hospital Complex of
the Irmandade Santa Casa de Misericérdia de Porto Alegre,
Brazil, were reviewed from February to December 2010. Re-
sults. Medical records of 153 patients were analyzed, of whom
53.6% (82) had cirrhosisby HCV, 32.7% (50) by alcohol and
13.7% (21) by alcohol and HCV. 62.1% (95) weremale and the
mean age was 59.3 = 9.4 years. About the Child-Pugh classifi-
cation, 46.4% (71) were rated as A, 31.4% (48) as B, and 22.2%
(34) as C. As for the MELD, 64.7% (99) had values < 15, 24.2%
(387) between 15-19 and 11.1% (17) > 20. It was observedstatis-
tically significant inverse correlation between prognostic sco-
res and lipid fractions. Correlations were found for:
Child-Pugh and TC, VLDL, LDL, HDL, TG (p < 0.001).
MELD and TC, LDL, HDL (p < 0.001) and VLDL, TG (p =
0.030). Direct correlation, statistically significant, was obser-
ved between Na and TC, LDL, HDL, TG (p < 0.001), VLDL (p
0.014). Conclusion. The decrease in lipid profile was correla-
ted with tools (Child-Pugh, MELDand Na) commonly used to
assist in prognosis of liver disease. Therefore, changes in
lipidfractions should be considered, since it may contribute to
the disease stage.

EFFECT OF MALNUTRITION ON MORBIDITY AND
SURVIVAL IN PATIENTS WITH LIVER CIRRHOSIS.

CUBAN EXPERIENCE
CASTELLANOS M.l

NATIONAL INSTITUTE OF GASTROENTEROLOGY, HAVANA, CUBA.
Purpose. Liver cirrhosis (LC) is the tenth cause of death in
Cuba. The effect of malnutrition on morbidity and survival of
patients with LC were investigated in this study. Material
and methods. 355 cirrhotic patients were included in a pros-
pective study and were followed clinically for 2 year or until
death. Child Pugh score was used to assess the severity of ci-
rrhosis. Malnourished were defined when midarm circumfe-
rence and/or triceps skinfold thickness and/or subscapular
skinfold thickness were below the 10th percentile of an age-
and sex- matched population. Subjective global assessment
(SGA) was used to recorded clinical and nutritional aspects.
During follow up 29 patients died. Estimated survival rate
was 90.3% at 1 year and 83.1% at 2 years. Multivariate analy-
sis according to Cox’s model assessed the predictive power of
nutritional parameters on morbidity and mortality. Results.
Malnutrition was observed in 56.3%.The highest risk was ob-
served in male (OR: 1,9 [IC: 95% 1,2-2,9]), older than 60 years
(OR: 1,9 [IC: 95% 1,2-3,0]) and advanced Child Pugh (Child B,
OR: 3,7 [IC: 95% 2,2-6,2], Child C, OR:17,4 [IC: 95% 6,0-50,11]).
The ethiology of LC was independent of nutritional status.

Ascitis, hepatic encephalopathy and spontaneous bacterial pe-
ritonitis were more frequent among undernourished. Subjecti-
ve nutritional elements which better predicted these events
were the loss of weight in the last 6 months, dysphagia, vo-
mits and diminished functional capacity (p < 0,01). Anthropo-
metrics parameters and SGA results were analyzed as possible
predictors of survival. SGA in it’s C stage (severely under-
nourished) (P < 0,05) was the stronger independent predictor
(P < 0,05) as well as Child B and C, hepatocellular carcinoma,
hepatic encephalopathy and gastrointestinal bleeding (P <
0,001). Conclusions. The progression of the illness took into
account the commitment of the nutritional state and made a
negative influence on survival. The SGA was the best nutri-
tional indicator of survival in LC.

ELECTROCARDIOGRAPHIC ABNORMALITIES IN
PATIENTS WITH COMPENSATED AND
DECOMPENSATE LIVER CIRRHOSIS WITH

ACUTE VARICEAL BLEEDING
N.X. ORTIZ-OLVERA,' O.G. AVELAR-ESCOBAR,’
J. MENDEZ-NAVARRO,! G.A. GARCIA-ARVizU,2

0. ORIHUELA-RODRIGUEZ,
S. MORAN-VILLOTA3 M. DEHESA-VIOLANTE! ]
"HOSPITAL DE ESPECIALIDADES, CENTRO MEDICO NACIONAL SXXI, IMSS, MEXICO,
D.F.2HOSPITAL GENERAL, 'CENTRO MED{CO NACIONAL LA RAZA, IMSS, MEX/CO, D.F.
3HOSPITAL DE PEDIATRIA, CENTRO MEDICO NACIONAL SXXI, IMSS, MEXICO, D.F.

Background & Aims. Cirrhotic cardiomyopathy is a latent
chronic cardiac dysfunction in patients with liver cirrhosis
and is characterized by myocardial and electrophysiological
dysfunction. Several electrophysiological alterations are pre-
sent, including prolonged QT interval, electro-mechanical dys-
sinchrony, and chronotropic incompetence. Information
regarding the effect of acute variceal hemorrhage on electro-
physiological function of the cirrhotic patient is still scarce.
The aim was to describe and compare electrophysiological al-
terations in patients with compensated and decompensated li-
ver cirrhosis from acute variceal hemorrhage. Material and
methods. Patients 18 years of age and older, with both com-
pensated and decompensated cirrhosis from acute variceal he-
morrhage were assessed, and had an electrocardiogram
performed. Subjects with chronic renal disease, chronic car-
diopulmonary disease, hepatocellular carcinoma, and/or hepa-
torenal syndrome were excluded. Results. The study included
58 patients, with an average age of 56.7 years (+12,9), 39 of
which were women; disease etiology was: hepatitis C virus =
34%, autoimmune = 21% and NAFLD = 12%. Child-Pugh
score were A = 26%; B = 53%; and C = 21%. Ascites was pre-
sent in 40%, and 67% was receiving propranolol. Electrocar-
diogram was abnormal in 60%, with 26% showing more than
one alteration, the most frequent being long QT in 45%; no di-
fference was detected between groups. No correlation was
found between Child-Pugh and QT interval (r = 0.035). Pa-
tients with hemorrhage showed abnormalities in conduction
(28%) and rhythm (10%). Conclusions. Results suggest that
electrocardiographic alterations in patients with liver cirrho-
sis are frequent, regardless of etiology, hepatic reserve and
compensation state. In addition, the most frequent alteration
is confirmed to be long QT.

RELIABILITY OF LIVER STIFFNESS IN CIRRHOSIS
CAN AFFECT ITS ACCURACY FOR CLINICALLY
SIGNIFICANT PORTAL HYPERTENSION DIAGNOSIS
l._YEPES BARRETO,'2 D. RINCON RODRIGUEZ'2 C. RIPOLL
NOISEAUX,'? A. FERNANDEZ YUNQUERA,'? A. MATILLA PENA,?
M VEGA CATALINA,'2 M SALCEDO PLAZA,'2 J MIRANDA,"2

G CLEMENTE RICOTE* R BANARES CARNIZARES'?
ICENTRO DE INVESTIGACIONES EN RED PARA ENFERMEDADES HEPATICAS Y
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DIGESTIVAS-CIBEREHD, ESPANA. *HOSPITAL GENERAL UNIVERSITARIO GREGORIO
MARANON, CIBEREHD, ESPANA.

Background. Transient elastography (TE) is an emerging
test for clinically significant portal hypertension (CSPH) diag-
nosis but its reproducibility in liver cirrhosis has not been
evaluated. Aim. To estimate TE reproducibility in liver cirr-
hosis and its influence on TE-Hepatic venous pressure gra-
dient (HVPG) association. Material and methods. Sixty one
patients with liver cirrhosis [HCV, 83%], who received a
HVPG measurement for prognosis evaluation (n = 44) or he-
patocellular carcinoma treatment (n = 17) were included.
After an overnight fast, a single operator performed two con-
secutive TE measures at different points in the midaxillary
line immediately before liver hemodynamic evaluation. Labo-
ratory, clinical and hemodynamic variables were recorded.
To evaluate the reproducibility of TE as a continuous variable
and as categorical variable (Kp = 13.6, > 13.6 and < 21Kp,
Kp = 21), the intraclass correlation coefficient (ICC) and the
kappa coefficient (Ki) were used, respectively. Logistic regres-
sion identified factors associated with reproducibility. Resul-
ts. Forty-six (75%) patient had CSPH. The HVPG was the
only variable associated with reproducibility on multivariate
analysis (OR = 1.2, p = 0.005). TE (numerical variable) had
excellent reproducibility in the overall cohort, as well as, in pa-
tients with or without CSPH. However, it changed across TE
stratums (< 13.6 Kp, 13.6-21 Kp, Kp > 21 Kp), decreasing in
lower and intermediate levels, as well as the association
TE-HVPG. Conclusions. TE reproducibility in liver cirrhosis
increases with severity, estimate by HVPG but it is not uni-
form across TE stratum. Decreasing reproducibility in some
TE stratums can affect TE-HVPG association.

EVALUATION OF HEPATOPROTECTIVE EFFECT OF
HYDROALCOHOLIC EXTRACT OF ROSMARINUS
OFFICINALIS L.IN HEPATIC ENCEPHALOPATHY

WITH CARBON TETRACHLORIDE INDUCED IN THE

RAT
C. SORIA-FREGO70' M.L. MIRANDA-BELTRAN,' M.I.
M.E. FLORES-SOTO,2 L. HUACUJA-RUIZ®
! CENTRO UNIVERSITARIO DE LOS LAGOS, UNIVERSIDAD DE GUADALAJARA. LAGOS

DE MORENO, JALISCO, MEXICO.2CENTRO UNIVERSITARIO DE CIENCIAS EXACTAS E
INGENIERIAS, CUCEI. UNIVERSIDAD DE GUADALAJARA, GUADALAJARA, JALISCO,
MEXICO. ® CENTRO UNIVERSITARIO DE CIENCIAS DE LA SAL UD, UNIVERSIDAD DE

GUADALAJARA. GUADALAJARA, JALISCO, MEXICO.
Purpose. In cirrhosis, some toxic substances accumulate in
the brain and alter brain function. The extract of Rosmarinus
officinalis L. has been widely used in various diseases due to
its hepatoprotective activity, antioxidant and neuroprotective.
In the present study we evaluated the expression of N-methyl-
D-aspartate (NMDA) receptor and transporter astrocytic type
(GLT-1) in the prefrontal cortex of the rat model of experi-
mental cirrhosis induced with carbon tetrachloride after treat-
ment with Rosmarinus officinalis L. Material and
methods. We used a total of 24 male Wistar rats weighing 80-
90 g body weight. We formed three study groups: control
group (C) without a treatment, carbon tetrachloride group
(CC14), and CC14 group plus Rosmarinus officinalis L.
(CCl4 + ROM; 1.5 g/kg of extract orally). The treatments
were administered three times a week for 8 weeks. Results.
The expression of the NR1, NR2A and NR2B subunits in cirr-
hotic animals increased compared to the control group; howe-
ver treatment with Rosmarinus officinalis L. was able to
reduce this expression to normal levels compared with CCl4 +
ROM groups. While the GLT-1 decreased, but treatment with
Rosmarinus officinalis L. was able to normalize the expres-
sion of both receptor and the GLT-1 with respect to groups of
CCl4 and C is an apparent correlation with maintenance of

PEREZ-VEGA,'

neuronal morphology. Conclusion. Treatment with extract
of Rosmarinus officinalis L. in cirrhotic animals modifies the
expression of subunits of the NMDA receptor and GLT-1 due
to an improvement in hepatocellular function in the presence
of antioxidant compounds and flavonoids.

THE ROLE OF RENIN-ANGIOTENSIN SYSTEM IN THE

LIVER FIBROSIS MURINE SCHISTOSOMIASIS
N. ALLE PARREIRA," L. NAIRA ZAMBELLI RAMALHO,' F. SILVA

RAMALHO,! M. JOSIELE AUGUSTO," V. FlODFlI(':‘@lES2
TFACULTY OF MEDICINE OF RIBEIRAO PRETO OF UNIVERSITY OF SAO PAULO, USP,
RIBEIRAO PRETO, BRAZIL. 2FACULTY OF MEDICINE OF RIBEIRAO PRETO OF
UNIVERSITY OF SAO PAULO, USP, RIBEIRAO PRETO, BRAZIL.

The major complications of schistosomiasis mansoni are the
liver fibrosis development and portal hypertension. The renin-
angiotensin system has an anti-fibrogenic effect in several
models of liver cirrhosis; however its role on hepatic fibrosis
still hasn’t been studied. Purpose. Evaluate the effect of inhi-
bition of renin-angiotensin system on the hepatic fibrosis in
schistosomiasis murine. Material and methods. BALB/c
mice (n = 40) weighing approximately 20g were submitted to
inoculation, route subcutaneous of 50 cercariae, hereafter,
were subdivided in three groups: on first group (n = 15), the
animals were treated daily with losartan, in dose of 10 mg kg-1
of body weight, intraperitoneally (i.p.), for 12 weeks; the se-
cond group (n = 15) was treated daily with lisinopril, in dose
of 10 mg kg-1 of body weight (i.p.), for 12 weeks, while the
third group (n = 10) was treated daily for amount proportio-
nal of solution saline (NaCl 0,9%) (i.p.), equally for 12 weeks.
Besides that the animals were sacrificed under anesthesia
effect and exsanguinated. To evaluate the progression of
schistosomal fibrosis on these animals, were made the follo-
wing studies on the extracted liver samples: biochemical, his-
tological, immunohistochemical, protein expression, gene
expression. Results. The treatment with these agents showed
a significant decrease of fibrosis murine schistosomal analy-
zed at the boards stained with Sirius red and of portal hyper-
tension of according with the weight of spleen, where the
lisinopril presented best results. For statistical comparisons
were applied nonparametric tests of Kruskal-Wallis and of
Mann-Whitney, probability values less than 0.05 were conside-
red significant. Conclusion. The drugs lisinopril and losar-
tan showed reduction of fibrosis and of portal hypertension
on model of murine schistosomal fibrogenesis, however news

studies should be carried out to these other mechanisms.

HEPATIC VENOUS PRESSURE GRADIENT (HVPG) IN
PATIENTS WITH CIRRHOTIC PORTAL
HYPERTENSION AND CORRELATION WITH
ESOPHAGEAL VARICES AT ENDOSCOPY
POLLO-FLORES PP,' SOLDAN M,! CASSANO U,' MATOS D,!
MARCHIORI R,' REZENDE GM!'

'FEDERAL UNIVERSITY OF RIO DE JANEIRO (UFRJ) - CLEMENTINO’'S FRAGA FILHO
UNIVERSITARY HOSPITAL, RIO DE JANEIRO, BRAZIL.

Purpose. HVPG measurement in cirrhotics with portal hy-
pertension and correlation with esophageal varices at endos-
copy. Material and methods. We performed 13 HVPG
measurements between April 2011 and April 2012. All inclu-
ded patients had portal hypertension evidenced by esophageal
varices or splenomegaly. Results. 30%(4) of patients had
HVPG measure above 12 mmHg, 15% (2) had measure of
10 mmHg and 55% (7) below 10 mmHg. All patients except one
with measurement above 12 mmHg had esophageal varices of
medium/large size. Among those patients with HVPG below
10 mmHg, all but one had esophageal varices of small size.
Patients with red signs had all the HVPG above 10 mmHg.
Thrombocytopenia was observed in all patients with HVPG
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above 10 mmhg. Conclusions. The findings obtained need to
be confirmed but there is a tendency of correlation between
HVPG above 12 mmhg and large or medium size esophageal
varices, HVPG above 10 mmHg and the presence of red signs,
which are also associated with bleeding. The gold standard for
portal hypertension is HVPG and values above 10 and 12 mm
Hg are strong predictors of esophageal variceal formation and
bleeding. Thus, further studies are necessary to better docu-
ment HVPG correlation with varices size.

RELATED FACTORS TO RE-BLEEDING AND
MORTALITY IN HEPATIC CIRRHOSIS PATIENTS
WITH ACUTE VARICEAL BLEEDING IN HIPOLITO

UNANUE HOSPITAL
V. PARRA,' R. RAYMUNDO,' F. GUTIERREZ'
THIPOLITO UNANUE HOSPITAL, LIMA, PERU.

Purpose. To determine the related factors to re-bleeding and
mortality at 6 weeks of an episode of variceal bleeding in hepa-
tic cirrhosis patients. Material and methods. Descriptive,
retrospective, correlational study. They were included hepatic
cirrhosis patients who entered to Hipdlito Unanue Hospital
between January 2006 and February 2012 with suspicion of
variceal bleeding. The exclusion criteria were: nonvariceal
bleeding, incomplete medical report to determine Child Pugh
score, MELD score, or endoscopic report without accurately
bleeding source or therapy used. To evaluate related factors to
re-bleeding and mortality, we use square Chi test with Yates
correction and Fisher test. Data analysis was performed by
SPSS 15.0. Results. They were enrolled 63 patients. 35 pa-
tients were male (55.6%). The median age was 64 years. 26 pa-
tients (41.3%) was Child Pugh C, while the median MELD
score was 9. The most common cause of hepatic cirrhosis was
alcohol intake (31 patients; 39.2%). 53 patients had esophageal
variceal bleeding (84.1%) and 26 of them ongoing variceal li-
gation (49.1%). Univariated analysis found that MELD score
was related to re-bleeding before 6 weeks (p = 0,039), while
Child Pugh score (p = 0,001), MELD score (p = 0,005), first
episode of variceal bleeding (p = 0.040) and hemodynamic ins-
tability at admission (p = 0,040) were related to 6 weeks-mor-
tality. Conclusions. MELD score was related to risk of
re-bleeding and mortality in hepatic cirrhosis patients with
acute variceal bleeding. Child Pugh score, the first episode of
variceal bleeding and hemodynamic instability at admission
only are related to mortality in our trial.

GASOMETRIC, ECOCARDIOGRAPHIC AND
LIPOPEROXIDATION EVALUATION IN
EXPERIMENTAL MODEL OF CIRRHOSIS IN RAT
R. SALATTI FERRARI,' D. PASE DA ROSA,' R. DALL’ABA2 A. SIMOES
DIAS,! N. POSSA MARRONI'3
"LABORATORIO DE HEPATOLOGIA E GASTROENTEROLOGIA EXPERIMENTAL -
UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL - UFRGS - PORTO ALEGRE -
BRASIL.? L ABORATORIO DE CARDIOLOGIA E CIENCIA CARDIOVASCULARES -
UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL - UFRGS - PORTO ALEGRE -
BRASIL. SLABORATORIO DE ESTRESSE OXIDATIVO E ANTIOXIDANTES -
UNIVERSIDADE LUTERANA DO BRASIL - ULBRA - PORTO ALEGRE - BRASIL.
Introduction. Cirrhosis is characterized by a disruption of
hepatic parenchyma associated with the appereance of septs
and fibrotic nodules, changes in hepatic blood and risk of liver
failure. Purpose. To evaluate hepatic, pulmonary and heart
alterations caused by the exeprimental model of hepatic cirr-
hosis induced by intraperitoneal CCl4. Material and me-
thods. We used 58 male Wistar rats divided in 8 groups:
control group (CO) and other 7 groups divided bu the time of
cirrhosis induction by CCl4: G1 (10 weeks of induction), G2
(11 weeks of induction), G3 (12 weeks of induction), G4 (13
weeks of induction), G5 (14 weeks of induction), G6 (15 weeks

of induction) and G7 (16 weeks of induction). Results. In
Pa0, we found decreased values in groups G2, G6, G7 vs. CO
(p < 0,05), and in pCO, the values were found increased in G3
group vs. CO (p < 0,01), values of AST and ALT were signifi-
cantly increased in G1 and G5 groupuvs. CO (p < 0,001). The
liver TBARS values of G1, G3, G4, G6 and G7 groups were
found increased when compared to CO (p < 0,01) and the
lung TBARS values were increased in G5 and G7 groups vs.
CO (p < 0,001). In echocardiography we observed decreased
values of the posterior wall in diastole in groups G1 and G5
vs. CO (p < 0,01 and p < 0,05) and in the anterior wall, systo-
le and diastole values were decrased in G1, G5 and G7 groups
vs. CO (p < 0,05). Conclusion. The induction of CCL4 cau-
sed cirrhosis, besides causing alteration in gas changes and
altering the structure of the heart wall.

STRUCTURAL ASPECTS OF TASTE BUDS AND
ANALYSIS OF CELL CAPACITANCE BY
BIOELECTRICAL IMPEDANCE ANALYSIS OF

CIRRHOTIC RATS
S.A. FERNANDES," S. BONA2% M. OLIVEIRA,2 A.J. MOREIRA,23

N.P. MARRONI>** C.A. MARRONI'

'UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO ALEGRE - UFCSPA,
BRASIL. 2 UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL - UFRGS, BRASIL.
SHOSPITAL DE CLINICAS DE PORTO ALEGRE - HCPA, BRASIL. “UNIVERSIDADE

LUTERANA DO BRASIL - ULBRA, BRASIL.

Introduction. The protein-caloric malnutrition in cirrhotic
patients is well documented in various clinical trials, ranging
from 10% to 100% of cases. This discrepancy in the nutritio-
nal diagnosis occurs because currently there is no capable ins-
trument for characterizing the nutrition of these patients.
Bioelectrical impedance analysis (BIA) has showed to be a
possible method of nutritional prognosis by using the cell ca-
pacitance (CC) through the phase angle (PA). This nutritio-
nal deficit is due to many factors, being the dysgeusia the
most commonly reported complaint. Ethical considerations li-
mit procedures in human beings, so animal models are
appropriate.Objetives. To analyze the taste buds of cirrhotic
rats, identifying possible changes in histolology (HE), scan-
ning electron microscopy (EM) and to evaluate the CC
through the BIA. Material and methods. We used 30 male
Wistar rats (£ 250 g) from FEPES. The animals were divided
into 1 - (CO) received intraperitoneally (ip) 0.9% NaCl, and 2 -
(DEN) received ip diethylnitrosamine (DEN-50 mg/kg) 2x/week
and water plus phenobarbital (0.3 g/L) ad libitum. In order to
evaluate the CC, one hour after the first application of DEN,
BIA was performed. At 10 weeks the animals were killed and
the tongue removed for histological analysis by HE staining.
For morphological analysis, ME. Results. Values of AF in
group 2 had an average of 5.79° (x1.25) and CO 7.39° (%
0.99) (p< 0.001). The liver function tests in group 2 compared
with CO showed significant differences (p < 0.001). Histologi-
cally there is no difference between the groups. The ME data
showed changes in morphology between the groups where in
wich we could identify a group DEN with flattening of taste
buds. Conclusion. The AF showed changes in functionality
of DEN group, along with liver dysfunction. There are signifi-
cant structural changes of taste buds in the DEN group.

CORRELATION OF SERUM CA-125 ANTIGEN WITH
THE CHILD PUGH CLASSIFICATION IN PATIENTS

WITH LIVER CIRRHOSIS
! L. MORAN TISOC'
'HOSPITAL NACIONAL ARZOBISPO LOAYZA, LIMA, PERU.

Purpose. Serum cancer antigen (CA) 125 elevation has been
reported in patients with liver disease, but it is poorly charac-
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terized. Our objective was to determine whether there is corre-
lation of serum CA-125 antigen with the degree of hepatic
functional reserve, according to Child Pugh Turcotte classifi-
cation in cirrhotic patients. Material and methods. Were re-
cruited 92 patients diagnosed with cirrhosis of different
etiologies. 40 patients (43.5%) met the inclusion criteria, 28
women (70%) and 12 men (30%) whose ages ranged between
41 and 60 (57.5%) were included in the study. Physical exami-
nation, laboratory, ultrasound and CA-125 dosage were per-
formed the same day. With the results, we grouped patients
according to Child Pugh Score: 5 patients with grade A
(12.5%), 21 patients with grade B (562.5%) and 14 patients with
grade C (35%). Results. The mean serum level of CA -125 for
patients with Child-Pugh grade A was 27.51 IU/mL, for grade
B was 169.68 IU/mL and for grade C was 725.40 IU/mL. In
analyzing the nonparametric correlation coefficient showed
that there was a linear association between two variables,
with statistical significance (p < 0.000). In linear regression
analysis, the value of R2 was 0,518 found a moderate relation-
ship between both variables and also a regression coefficient
or slope of line 0004. Conclusions. Elevated CA-125 antigen
is common in cirrhotic patients regardless of etiology. There
is a direct correlation with Child-Pugh Score, which could
help us make it more objective to measure the degree of liver
dysfunction in cirrhotic patients.

NUTRITIONAL EVALUATION AND AGREEMENT
BETWEEN METHODS OF ASSESSMENT IN THE

CIRRHOTIC PATIENT
J. DIAZ FERRER,' D. RAMIREZ,2 C. BUSTIOS SANCHEZ<' R.ROMAN

VARGAS," M.DAVALOS MOSCOL,' D QUINTE SARMIENTO,'

P. BARDALEZ CRUZ3 E ZUMAETA VILLENA'
'GASTROENTEROLOGIST. LIVER SERVICE, HOSPITAL EDGARDO REBAGLIATI-LIMA-
PERU. 2NUTRITIONIST. LIVER SERVICE - HOSPITAL EDGARDO REBAGLIATI-LIMA-PERU.
SMEDICAL RESIDENT OF GASTROENTEROLOGY. LIVER SERVICE, HOSPITAL
EDGARDO REBAGLIATI-LIMA-PERU.

Malnutrition is a prevalent problem in our cirrhotic popula-
tion that conditions an additional risk for infections leading to
increased morbidity and mortality in these patients. The real
prevalence of this problem is unknown in our country and the
intervention is not effective unless you consider the basic nu-
tritional diagnosis. For this reason this study aims to determi-
ne the nutritional status of hospitalized cirrhotic patients
through different methods of assessment and set up the de-
gree of concordance between them. Material and methods.
We included 91 cirrhotic patients hospitalized in the Depart-
ment of Liver of Hospital Edgardo Rebagliati - Lima-Peru
from June 2011 to January 2012, which underwent nutritio-
nal assessment by Subjective Global Assessment (SGA), an-
thropometry and body mass index (BMI). For Anthropometry
there were considered: weight, height, arm circumference and
triceps skinfold, measured by the physician and nutritionist.
The triceps skinfold was obtained through a caliper on the
back of the right arm (or dominant arm), at the midpoint bet-
ween the olecranon and the acromion. At that point there was
also measured the arm circumference. Results. Mean age was
61.8 years (range 23-92), 60% were male (55 patients), distri-
buted as follows: 36% Child A (33 patients), 42% Child B (38
patients) and Child C 22% (20 patients). 41% of the population
had ascites (37 patients) and we found 33% of Malnutrition by
SGA, 33% of malnutrition by anthropometry and only 3.3% of
malnutrition by BMI. Both VGS as anthropometry malnutri-
tion were greater at higher Child stage (Child C: 75% by VHS
and 70% by anthropometry). We set up an adequate correla-
tion between VGS and Anthropometry but not with BMI.
Conclusions. The frequency of malnutrition in our popula-
tion was 33%, assessed both by anthropometry and VGS, me-

thods that had adequate agreement. Malnutrition is more pre-
valent with advancing deterioration of liver function assessed
by the Child.

NUTRITIONAL ASSESSMENT IN PATIENTS WITH
CIRRHOSIS. HOW SHOULD THESE PATIENTS BE
EVALUATED?

E. GONZALEZ BALLERGA,' M. LAGUIA,' P. CABRERA,' C. ONEL,' M.
LINARES LEDY,' A. ARTEAGA,' J. DARUICH,' J.SORDA'
"HOSPITAL DE CLINICAS SAN MARTIN, UNIVERSIDAD DE BUENOS AIRES, ARGENTINA.
Purpose. i) To estimate the nutritional status with SGA and
OA and the concordance between both methods in patients
with cirrhosis. ii) To establish if a poor nutritional status is
associated with more advanced cirrhosis and the relationship
between cirrhosis etiology and PCM. Material and me-
thods. 168 outpatients and inpatients were included in the
sample: 60.7% female; median age of 60.6 + 12 years; and
diagnosed cirrhosis, between May 2009 and October 2010. In
all of them SGA and OA were performed. Patients with hepa-
tocellular carcinoma or other tumors and HIV infection were
excluded. Statistical analysis: i) Variance (ANOVA) and Chi-
squared tests. ii) Concordance weighted kappa coefficient bet-
ween SGA and VO. Results. Etiology of cirrhosis was viral
(HCV/HBYV) in 67 (39.9%), alcoholic in 29 (17.3%), cryptoge-
nic in 22 (13.1%), autoimmune in 19 (11.3%), primary biliary
cirrhosis in 15 (8.9%) and other causes in 16 (9.5%). Child
Pugh’s class A cirrhosis was observed in 63.7% and MELD <
15 in 84.5%. The risk of malnutrition (MR) or malnutrition
(M) was 69.7% when patients were evaluated with SGA (29.8%
with severe malnutrition -SM-) and 48.8% with OA (8.4%
SM). Alcoholic patients had SM in 58.6% (SGA) and 30%
(OA). This finding was significantly superior when compared
to the other etiologies (p = 0.002 and p = 0.001, respectively).
The concordance between SGA and OA was low (Kappa =
0.30 - CI95 0.20-0.40). OA showed MR or M in 41.5% Child
Pugh’s class A patients (SM in 1.8%), 56.8% (SM 11.3%) in
class B and 72.2% in Child Pugh’s class C. Using Child Pugh
and MELD scores, the stage of cirrhosis was found to be co-
rrelated with OA (2 = 21,4; gL. = 4;p = 0,0003 and F = 6,32;
p = 0,002) as well as with SGA (¥2 = 53,5; gL = 4; p < 0,0001
and F = 28,3; p < 0,001). SM with both SGA and OA was sig-
nificantly superior in patients with Child Pugh’s class C and
MELD >15. Conclusion. Even though in this group of pa-
tients with cirrhosis the concordance between SGA and OA
was low, malnutrition —with both methods- was observed in
an elevated percentage of cases. In alcoholic patients malnu-
trition was even more frequent. There is a strong correlation
between the grade of malnutrition and both Child Pugh and

MELD scores.

EPIDEMIOLOGY, CLINICAL FEATURES
AND SHORT-TERM SURVIVAL IN PATIENTS
DIAGNOSED WITH LIVER CIRRHOSIS AT THE
HOSPITAL CAYETANO HEREDIA
V. _VALENZUELA,' Y. SURCO,! J. HUERTA-MERCADO:2 J. PINTO?
R. DE LOS RIOS? A. PISCOYAZ R. PROCHAZKA? A. ZEGARRA,?
E.A. BRAVO?

"FACULTY OF MEDICINE, UNIVERSIDAD PERUANA CAYETANO HEREDIA, LIMA, PERU.
2HOSPITAL NACIONAL CAYETANO HEREDIA, LIMA, PERU.
Objective. Determine the epidemiology, clinical features and
short-term survival in patients with liver cirrhosis hospitali-
zed since October 2011-October 2012 at the Cayetano Heredia
Hospital. Materials and methods. Studio transversal, ob-
servational, descriptive. This includes all patients diagnosed
with liver cirrrosis hospitalized, age over 18 years, between the
months of October 2011 to October 2012. All those elected
were followed for six months after hospital discharge. Results.
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We identified 67 patients diagnosed with cirrhosis, 40 women
and 27 men, average age was 57 years. Etiology: chronic alco-
holism in 44% (30 patients), probable NASH in 22% (15 pa-
tients), viral in 15% (6 patients with HCV and HBV 4
patients), unspecified 10% (7 patients). The severity according
to Child Pugh classification was C in 61% (41 patients), B in
28% (19 patients) and A in 14% (10 patients). The main rea-
sons for hospitalization included encephalopathy (30%), vari-
ceal bleeding (28%), infection (28%) and ascites (7%).
Complications most often identified during hospitalization
was infection (NIH). Hospital readmission during follow-up
encephalopathy (11%) and variceal gastrointestinal bleeding
(5%). Survival at six months is 40% (13/32 patients). Conclu-
sion. Cirrhosis affects women in greater proportion and are
chronic alcohol consumption and NASH probably the main
causes. Encephalopathy and gastrointestinal bleeding are the
main reasons for hospitalization. Most of the patients have
advanced stage disease. The most frequent infections are
spontaneous bacterial peritonitis and pneumonia. Of the pa-
tients with short follow-up made less than 50% will survive.

IMMUNE RESPONSE INVOLVEMENT IN

ALCOHOLISM AND ALCOHOL LIVER INJURY
K MEDINA-AVILA,' J HERNANDEZ-RUIZ,' V LOPEZ-LADRON DE

GUEVARA,"2 D ROSIQUE ORAMAS,' T ALVAREZ-TORRES,' L RAYA,
J SANCHEZ MORALES,! JL PEREZ HERNANDEZ2 F HIGUERA DE LA
TIJERA2? G ROBLES DIAZ,' D KERSHENOBICH,' G_GUTIERREZ REYES'
1SCHOOL OF MEDICINE, UNAM, MEXICO. 2UNIT OF GASTROENTEROLOGY, GENERAL
HOSPITAL OF MEXICO, MEXICO.

Purpose. To evaluate in peripheral blood lymphocyte profile
of patients with chronic alcoholism and its relation to alco-
hol liver disease (ALD). Material and methods. Two
groups of patients of the liver clinic in the General Hospital
of Mexico were studied; the first one integrated by subjects
with alcoholism criteria without ALD, the second one for
subjects with any grade of ALD and a control group was in-
cluded. The lymphocyte profile was determined (T lympho-
cytes, NK cells, NKT cells, B lymphocytes, TCD8 and TCD4
cells) in peripheral blood by flow citometry. ANOVA test and
orthogonal analysis were used for the statistic analysis. Re-
sults. 129 subjects were included, of which 66 were controls,
53 had alcoholic liver injury and10 were chronic alcohol con-
sumers. The mean age (years): 39 + 10, 49 + 13 and 45 *= 16
respectively, only finding differences between control group
and the other two groups (p = 0.014). Difference was found
in the subpopulation values of T lymphocytes, NK cells and
NKT cells between patients with and without ALD versus
control group (p = 0.007 and p = 0.010 and p = 0.04 respec-
tively). Also T lymphocyte and NK cells were statistically di-
fferent between the control group and group without liver
injury (p = 0.032 and p = 0.010 respectively). Conclusions.
We found differences in T lymphocytes, NK and NKT cells
between controls and alcoholics (with and without liver in-
jury). The differences in NK cells and T lymphocytes bet-
ween the control group and the group without liver injury
suggest that immune alterations are present since subclini-

cal stages of alcohol liver disease.

EVALUATION OF OXIDATIVE STRESS THROUGH
THE RATIO OF REDUCED/OXIDIZED GLUTATHIONE
IN ALCOHOL LIVER DISEASE
D ROSIQUE ORAMAS,! T ALVAREZ TORRES,' J SANCHEZ MORALES,'
L RAYA' JL PEREZ HERNANDEZ? F HIGUERA DE LA TIJERA?

V LOPEZ LADRON DE GUEVARA'2 R MARTINEZ GARCIA,'

G ROBLES DIAZ! KERSHENOBICH D,' G GUTIERREZ REYES'
'SCHOOL OF MEDICINE, UNAM, MEXICO. “UNIT OF GASTROENTEROLOGY, GENERAL
HOSPITAL OF MEXICO, MEXICO.

Purpose. To study the concentration reduced glutathione,
oxidized and GSH/GSSG ratio in alcoholic patients with ALD.
Material and methods. We included 64 patients with ALD
consulting the General Hospital of Mexico with alcoholism ac-
cording to WHO criteria (> 70 g/day in men, > 50 g/day in
women for 5 years). The control group (CT) consisted of 66
teetotalers or alcohol consumers of < 10 g per day and
AUDIT < 5. Blood samples were taken in one occasion (3 mL)
for determination of GHS and GSSG (Calbiochem, USA). We
obtained written informed consent each subject. T-test was
use for statistical analysis. Results. We included 66 CT, mean
age was 39+9 years and body mass index (BMI) = 28 + 3 kg/n?.
Also were included 64 ALD with a mean age of 49 + 13 years,
BMI = 28 + 4 kg/m2. The average grams of alcohol/day for
CT = 2 = 2 g while group ALD = 308 = 208 g, mean years of
consumption was 28 years. GSH concentration (uM) in CT
was 516 = 133, in the case of ALD was 807 = 170 (p < 0.001).
The concentration of GSSG (uM) was CT = 179 + 172 and
ALD = 321 + 386 (p = 0.020). The value GSH/GSSG ratio for
CT was 3 = 3 and the ALD of -9 + 3 (p < 0.001). The ratio
was lower in ALD when compared with CT. The GSH/GSSG
ratio is an indicator of oxidative stress. Conclusion. This is
the first study to be performed with ALD. We found high con-
centrations of GSH and GSSG while the ratio was lower. This
study confirms that the concentration of GSH, GSSG and
GSH/GSSG ratio participate in alcoholism and ALD, the de-
termination of these molecules could improve the diagnosis
and treatment of patients with this damage.

EPIDEMIOLOGICAL CLINICAL
PROFILE OF LIVER CIRRHOSIS IN LIMA-PERU
N. RIOS J., P. MONTES T., M. CORNEJO, S. MESTANZA, M. PADILLA,
M. DAVALOS, J. TARRILLO P.

Purpose: To determine the epidemiological, clinical, labora-
tory, endoscopic and ultrasound characteristics for patients
with liver cirrhosis of the hospitals in Lima. Material and
methods. It is an observational, descriptive, transversal,
prospective study of case series. The study was conducted in
2011. We included patients over 18 years of age, clinical and/or
histological diagnosis of cirrhosis of the liver, from 12 hospi-
tals in Lima, Peru. Results. We included 302 patients, mean
age was 64.05 years and the distribution according to sex was:
male 170 (56.29%) and female 132 (43.71%). The most com-
mon etiologies were alcohol (27.48%), NASH (12.91%) and vi-
ral hepatitis C (10.92%). The most common findings on
physical examination were: telangiectasis (53.97%), liver Pal-
mas (49.33%), ascites (40.72%) and hepatic encephalopathy
(29.47%), distribution according to the severity of hepatic en-
cephalopathy was 6.95% 1, 14.56% 11, 7.61% III and IV 0.66%.
Abdominal ultrasound was suggestive of liver cirrhosis in
61.58% of cases and portal hypertension in 37.08% of cases.
Esophageal varices were diagnosed in 42.71% of the popula-
tion studied and gastropathy hypertensive patients in 15.52%.
The main reasons for diagnostic were upper gastrointestinal
bleeding (20.52%) and ascites (16.88%). The distribution ac-
cording to Child-Pugh Score was A (10.92%), B (563.64%) and
C (20.86%). The average MELD score of the study population
was 12.84 = 5.44. Conclusions. The cirrhotic patients studied
showed advancing age, male predominance and an interme-
diate degree of liver dysfunction. The main reason for diag-
nostic was upper gastrointestinal bleeding.

EFECTO DEL EXTRACTO DEL ROSMARINUS
OFFICINALIS L. SOBRE LAS ALTERACIONES |
COGNITIVAS EN UN MODELO DE ENCEFALOPATIA
HEPATICA EN LA RATA
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M.L__PEREZ-VEGA,' C. SORIA-FREGOZO," M.. MIRANDA-BELTRAN2
M.E. FLORES-SOTO? L. HUACUJA-RUIZ*

"LABORATORIO DE PSICOBIOLOGIA Y BIOLOGIA MOLECULAR. DEPARTAMENTO DE
CIENCIAS DE LA TIERRA Y DE LA VIDA, CENTRO UNIVERSITARIO DE LOS LAGOS
CULAGOS, UNIVERSIDAD DE GUADALAJARA, LAGOS DE MORENQ, JALISCO, MEXICO.
2| ABORATORIO DE FITOFARMACOLOGIA. DEPARTAMENTO DE CIENCIAS DE LA
TIERRA 'Y DE LA VIDA, CENTRO UNIVERSITARIO DE LOS LAGOS CULAGOS,
UNIVERSIDAD DE GUADALAJARA, LAGOS DE MORENO, JALISCO, MEXICO.
3LABORATORIO DE INVESTIGACION YDESAFth‘OLLQ FARMACEUTICO, CENTRO
UNIVERSITARIO DE CIENCIAS EXACTAS E INGENIERIAS CUCEI, UNIVERSIDAD DE
GUADALAJARA, GUADALAJARA, JALISCO, MEXICO. *INSTITUTO DE ENFERMEDADES
CRONICO-DEGENERATIVAS, CENTRO UNIVERSITARIO DE CIENCIAS DE LA SALUD
CUCS, UNIVERSIDAD DE GUADALAJARA, LAGOS DE MORENO, JALISCO, MEXICO.
Introduccién. La cirrosis hepatica es una causa comin de
muerte en el mundo, una de sus principales complicaciones es
la encefalopatia hepatica, caracterizada por el aumento en la
concentracion de sustancias téxicas, como el glutamato extra-
celular que se acumula en el cerebro, que alteran la funciona-
lidad cerebral. La estimulacién excesiva de receptores a
glutamato tipo NMDA permite el influjo de Ca2+ a la célula
postsinaptica e induce a la activacién de vias de senalizacion y
muerte neuronal. Las estructuras mas vulnerables al dafno
excitotéxico son el hipocampo y la corteza cerebral prefrontal
(CCPF) que resultan indispensables para el adecuado desarro-
llo de diferentes capacidades cognitivas como la orientacién es-
pacial (OE), el pensamiento 16gico-matematico, la planeaciéon
y la organizacién de la memoria de corto plazo (MCP). Mate-
rial y métodos. En el presente trabajo se evalu6 el efecto del
Rosmarinus officinalis L. en un modelo de dano hepatico in-
ducido con tetracloruro de carbono (CCL4) en ratas Wistar
tratadas con extracto de Rosmarinus officinalis L. a dosis de
1 g/kg una semana antes y durante la intoxicacién crénica
con CCL4. Al término del tratamiento se evalué la MCP con el
laberinto de Biel de piso firme y la OE con el laberinto acuéti-
co de Morris. Resultados. Las ratas con dano hepatico mos-
traron alteraciones en el desempeno de una prueba de MCP y
OE, lo que estaria ligado a la disfuncién de la actividad neuro-
nal del hipocampo y la CCPF. Discusion. El efecto observado
del extracto de Rosmarinus officinalis L. quizas se deba al
restablecimiento de la funcién hepatocelular y como conse-
cuencia al restablecimiento del metabolismo del glutamato.
Conclusion. El tratamiento con el extracto de Rosmarinus
officinalis L. mostré un efecto protector. Sin embargo, estu-
dios adicionales son necesarios para evaluar la expresién del
transportador a Glutdmico GLT-1 y de las subunidades NR1,
NR2A y NR2B del receptor tipo NMDA, asi como medir la ac-
tividad de las enzimas implicadas en el ciclo de la urea y ami-
noacidos aromaéticos que permitan esclarecer el mecanismo

exacto de la acciéon de Rosmarinus officinalis L.

CONDICAO FUNCIONAL, FORCA MUSCULAR
RESPIRATORIA E QUALIDADE DE VIDA EM
PACIENTES CIRROTICOS
C AUGUSTO MARRONL' L HOMERCHER GALANT,! LA FORGIARINI
JUNIOR? M BORBA MONTEIRO, A SIMOES DIAS
T UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE, PORTO ALEGRE, RIO GRANDE DO
SUL, BRASIL. 2UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL, PORTO ALEGRE,
RIO GRANDE DO SUL, BRASIL. > CENTRO UNIVERSITARIO METODISTA IPA, PORTO
ALEGRE, RIO GRANDE DO SUL, BRASIL.

Introducao. As doencas hepéticas sdo responsaveis por alte-
racoes metabdlicas e musculares, que interferem negativa-
mente na qualidade de vida desses pacientes. Objetivo.
Comparar a condigao funcional, forca muscular respiratoéria e
qualidade de vida (QV) nos pacientes cirréticos conforme as
etiologias: virus da hepatite C (VHC), virus da hepatite B

(VHB) e cirrose por dlcool (CA) e correlacionar o teste da ca-
minhada dos seis minutos (TC6min) e a forca muscular respi-
ratéria com o Model for End-stage Liver Disease (MELD).
Materias e métodos. Estudo transversal, composto por 86
pacientes: VHC (n = 40 pacientes), VHB (n = 14 pacientes) e
CA (n = 32 pacientes). Resultados. O grupo CA apresentou
menor distdncia no TC6min, quando comparado, respectiva-
mente, aos grupos VHB e VHC; 373,50 + 50,48 (m), 464,16 +
32,00 (m) e 475,94 + 27,84 (m), p = 0,001. No SF-36, o grupo
CA apresentou menores escores na capacidade funcional e li-
mitagoes de aspectos fisicos, quando comparado aos grupos. A
forca dos musculos respiratérios, o grupo CA apresentou me-
nor PIméax, quando comparado com os grupos VHB e VHC;
-65,54 + 11,28(cmH20); -71,61 + 6,96 (cmH20); -82,44 +
13,71(cmH20), respectivamente, p = 0,001. Na comparacao
da PEméx, o grupo CA obteve menores valores do que os
grupos VHB e VHC; 65,13 + 10,74 (cmH20); 82,44 + 13,87
(ecmH,0); 83,44 + 12,20(cmH20), respectivamente, p = 0,001.
Na correlagdo do MELD com o TC6min, houve forte corre-
lacdo inversa r = -0,74, p = 0,0001, MELD vs. PIméx,
r = - 0,55, p = 0,0001. Conclusao. O grupo CA apresentou:
pior condicdo funcional; forca muscular respiratéria e quali-
dade de vida que os pacientes com VHC e VHB.

A CAPACIDADE FUNCIONAL,
FORCA MUSCULAR B
INSPIRATORIA E O CONSUMO MAXIMO
DE OXIGENIO PREDIZEM A MORTALIDADE
EM PACIENTES CIRROTICOS
C _AUGUSTO MARRONI,' L HOMERCHER GALANT,! LA FORGIARINI
JUNIOR,2 M BORBA MONTEIF!,O,3 A SIMOES DIAS?
TUNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE, PORTO ALEGRE, RIO GRANDE DO
SUL, BRASIL. 2UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL, PORTO ALEGRE,
RIO GRANDE DO SUL, BRASIL. * CENTRO UNIVERSITARIO METODISTA IPA, PORTO
ALEGRE, RIO GRANDE DO SUL, BRASIL.
Introducao. As manifestagoes sistémicas das doencas hepéti-
cas crbnicas repercutem negativamente nas fungdes musculo-
esqueléticas, no qual interfere negativamente na capacidade
de exercicio dos pacientes cirréticos. Objetivos. Verificar o
Teste da Caminhada dos Seis Minutos (TC6min), Forca Mus-
cular Inspiratéria (PIM4x) e a capacidade méaxima de exercicio
(VO2) na sobrevida de pacientes cirréticos. Materiais e mé-
todos. Coorte prospectivo (3 anos) , composto por 86 pacien-
tes que possuiam o diagndstico de cirrose hepética através das
etiologias: virus da hepatite C (HCV), virus da hepatite B
(HBV) e cirrose alcodlica (CA). Resultados. Na anélise da so-
brevida, os individuos que obtiveram a distdncia percorrida do
TC6 min < 410 m apresentaram sobrevida de 55% vs. 97%
quando comparados com aqueles > 410 m, p = 0,0001, risco
relativo 4,21, IC 95%. Em relagdo a PIméx, os individuos que
ficaram abaixo de -70 cmH20 apresentaram sobrevida de 62%
vs. 93%, quando comparados com aqueles acima de -70
cmH20, p = 0,0001, risco relativo 2,25, IC 95%. Na compa-
racdo do VO2 aqueles que obtiveram valores abaixo de < 17
mL/kg/min apresentaram sobrevida de 55% vs. 94% quando
comparados com valores > 17 mL/kg/min, p = 0,0001, risco
relativo 4,10, IC 95%. Quando realizamos a analise de sensibi-
lidade e especificidade através da curva ROC, o TC6 min, VO2
e PIméax apresentaram valores de area acima de 0,70 e boa
sensibilidade e especificidade em relacdo a mortalidade. Con-
clusao. A distancia percorrida no TC6 min, PIM4ax e o consu-
mo de oxigénio sdo varidveis preditoras de mortalidade em
pacientes cirréticos.
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VITEX AGNUS CASTUS REVERSES THE HEPATIC
STEATOSIS IN AN ANIMAL MODEL OF ESTROGEN
DEFICIENCY
R._FERNANDES GARCIA,' A. SOUZA VITORIANO,! M. NASCIMENTO
BRITO," E.L. ISHII-IWAMOTO,! C.L. SALGUEIRO-PAGADIGORRIA'
TUNIVERSITY OF MARINGA, PARANA, BRAZIL.

Aims. Vitex agnus castus is a plant that has been used as an
alternative form in the treatment of the symptoms of meno-
pause. The aim of this study was to evaluate the effects of
Vitex on the hepatic lipid metabolism, in an animal model
of estrogen deficiency associated with HS. Material and me-
thods. Eleven weeks after the surgical procedure of ovary re-
moval, ovariectomized (OVX) Wistar rats were treated with
daily doses of Vitex dried fruit extract (Agnoside®, 1.6 mg/kg),
over a period of 15 days. Then, the liver lipid contents and ca-
pacities of oxidizing fatty acid by isolated mitochondria and
peroxisomes as well as the liver redox status were evaluated.
The plasma lipid profile and the glicemia were also assessed.
Results. The development of HS was prevented in OVX rats
treated with Vitex (OVX + VA), which also presented lower
plasma levels of triacylglycerols (TG) and VLDL-cholesterol.
However, these effects could not be attributed to improvement
in the liver capacity of fatty acid disposal by peroxisomal or
mitochondrial B-oxidation pathways. The liver glutathione
contents and the activity of glucose 6-phopshate dehydroge-
nase (G6PD), both reduced in OVX rats, were restored in OVX
+ VA rats. Conclusion. Vitex prevented the development of
HS, a phenomenon that could be a result of an inhibitory ac-
tion of this extract on the hepatic synthesis of lipids, as sug-
gested by the reductions in the plasma levels of
VLDL-cholesterol and TG. Vitex also restored the activity of

G6PD and the liver contents of GSH.

HORMONAL RESUSCITACION THERAPY
(METHYLPREDNISOLONE+TRIIODOTHYRONINE) IN
ISOLATED PERFUSED RAT LIVER
L. GOMEZ' P. ROMANQUE'?

'FACULTY OF MEDICINE, UNIVERSITY OF CHILE, SANTIAGO. 2 FACULTY OF MEDICINE,
UNIVERSITY DIEGO PORTALES, SANTIAGO.

Purpose. Hormonal resuscitation therapy before trasplant,
specifically administration of methylprednisolone (MP) and
thyroid hormone (T,), improves the conditions of cardiac
graft, but the impact over other organs is not clear. We study
the effects of MP+T, in the isolated perfused rat liver system,
evaluating Kupffer cells activation and organ damage by his-
tology. Material and methods. Male Sprague Dawley recei-
ved a single injection of MP (34 mg/kg), T, (0,05 mg/kg) and/
or equivalent volumes of vehicle (vMP or NaOH) prior laparo-
tomy. Liver was perfused in vitro via the portal vein in a non-
recirculating system during 45 min. Colloidal carbon (CC) 0.5
mg/mL was infused the last 15 min of perfusion. Oxygen con-
sumption was determined in the effluent perfusate with a
Clark-type Oqelectrode continuously. At the end of perfusion,
tissue samples were fixed in 10% buffered-formalin, paraffin
embedded, and sections were stained with hematoxylin-eosin
for histological studies. Results. CC infusion increased the
rate of hepatic O, consumption over basal values in all but
vMP + NaOH group (MP + T3 = 0.316 + 0.04; MP = 0.362 =
0.04; vMP = 0.3 = 0.04; T, = 0.15 + 0.0, NaOH = 0.04 = 0.01
pmol O2/g liver/min). The uptake of CC showed a linear rela-
tionship as a function of the time of carbon infusion. Histolo-
gical assessment of studies revealed normal architecture and

pericentral liver injury in all groups, with decreased injury
areas in MP+T, (15% of total area), MP (35%) and T, (45%).
Conclusions. Administration of hormonal resuscitation the-
rapy maintains the functional capacity of Kiupffer cells re-
flected in liver O, consumption, while minimizing
reperfusion organ damage evaluated by histology.

HEPATOPROTECTIVE EFFECT OF SPIRULINA
MAXIMA ON STREPTOZOTOCIN-INDUCED

DIABETES IN RATS
0. LUQUENO-BOCARDO," M. JUAREZ-OROPEZA!' P. TORRES-DURAN'
'FACULTY OF MEDICINE, NATIONAL AUTONOMOUS UNIVERSITY OF MEXICO, MEXICO

CITY, MEXICO.

Introduction. Diabetes mellitus is a metabolic disease that
can affect all the organs, including the liver. The aim of this
study was to assess: antioxidant, hepatoprotective and antihy-
perglycemic effects of Spirulina maxima (Sm) in diabetic rats
induced by streptozotocin (STZ). Material and methods. All
solvents and reagents used in this study were reagent grade.
Sm powder was purchased from Essential Food for Humani-
ty, Mexico. The method, briefly, was: Twenty-four male rats
weighing 150-200 g were divided into four groups of 6 rats
each: control (C), control fed with 5% Sm (Sm), STZ-induced
diabetes (STZ), and diabetic rats fed on 5% Sm (STZ + Sm).
The dose was 60 mg/kg STZ in citrate buffer 0.01 M, i.p., sin-
gle dose. Non-diabetic animals received the same amount of
vehicle. Induction of diabetes was observed at 5 days after the
determination of glucose using test strips. The animals were
kept and fed for a period of 14 days after STZ administration.
At the end of this period were sacrificed by decapitation. Blood
was collected and the liver excised. Blood was analyzed for glu-
cose concentration, and liver was analyzed for concentration
of TBARS, protein content, as well as the activities of supe-
roxide dismutase (SOD) and catalase (CAT). Data were analy-
zed with GraphPad prism5, ANOVA. Results. Sm feeding
significantly reduces glucose levels, cholesterol and triacylgly-
cerols in plasma of rats treated with STZ. With respect to in-
dicators of oxidative stress, Sm feeding increased the plasma
activities of SOD and CAT, and reduced the concentration of
TBARS in the STZ+Sm group compared to STZ group. The-
re were no significant differences in the concentration of total
lipids, TBARS and activities of SOD and CAT in liver. Con-
clusions. The Sm consumption in the diet may be beneficial
for controlling the concentrations of glucose, cholesterol and
triacylglycerols in diabetic animals, as well as for reduce the
oxidative stress. There were no alterations in the liver due to
experimental diabetes, probably because the length of the ex-
periment.

TIBOLONE IMPROVES THE LIVER
REDOX STATUS OF OVARARIECTOMIZED,

HYPERTENSIVE WISTAR RATS
E.H. GILGLIONI' L.B. CAMPOS,' C.R. AMBIEL," M.N. BRITO,’
R.F.GARCIA,/ M.C. OLIVEIRA,' E.L. ISHI-IWAMOTO,
CL.  SALGUEIRO-PAGADIGORRIA'

TUNIVERSITY OF MARINGA, BRAZIL.
Purpose. In this work, the effects of tibolone on blood pres-
sure and liver redox status were evaluated in an animal model
of estrogen deficiency associated with renovascular hyperten-
sion (two-kidneys, one clip, 2K1C). Material and methods.
Three weeks after the surgical procedures, ovariectomized hy-
pertensive (OVX + 2K1C) Wistar rats were treated with daily
doses of tibolone (OVX + 2KICT rats) or vehicle (OVX +
2K1C), over a period of 15 days. Thereafter, the rats were
anaesthetized for direct blood pressure measurements and the
evaluation of liver redox status. Results. OVX + 2KI1C rats
presented mean blood pressure significantly higher (+28%), as
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compared to control and OVX rats. In OVX + 2KI1CT these
values became similar to those found in control and OVX
rats. Besides, the liver contents of reduced glutathione were
increased and of thiobarbituric acid reactive substances
(TBARS) contents were decreased in OVX + 2KI1CT rats as
compared with all other groups. The mitochondrial reactive
oxygen species generation, which were increased in OVX +
2K1C rats (+52%), decreased in OVX + 2K1CT rats to values
similar to those found in control and OVX rats. Among the
antioxidant enzymes studied, stand out the beneficial effect of
tibolone on the glucose-6-phosphate dehydrogenase activity,
which was significantly reduced in OVX and OVX + 2K1C
rats, and was reestablished in OVX + 2K1CT to values simi-
lar to control rats. Conclusion. Tibolone was effective in re-
ducing the mean blood pressure in OVX + 2K1CT rats and

this effect was accompanied of beneficial effects on liver re-
dox status.

GENOTOXIC EVALUATION
OF SIMVASTATIN IN MICE WITH
NONALCOHOLIC STEATOHEPATITIS
G. RODRIGUES,' J. PICADA? E. MARCOLIN,' S. BONA,'

C. AUGUSTO MARRONI? N. POSSA MARRONI'2
TUNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL/HOSPITAL DE CLINICAS DE PORTO
ALEGRE - PORTO ALEGRE, RS, BRAZIL 2UNI VERSIDADE LUTERANA DO BRASIL -
CANOAS, RS, BRAZIL. SUNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO
ALEGRE - PORTO ALEGRE, RS, BRAZIL.

Objectives. Nonalcoholic steatohepatitis (NASH) is characte-
rized by the association of steatosis with others hepatocellular
lesions, essentially balonization and necro-inflammation. The
aim is evaluate the genotoxic action of different doses of
simvastatin (S) in mice with NASH. Material and methods.
NASH was induced in C57BL/6 male mice with 8 weeks,
through a choline and methionine deficient diet for 4 weeks.
The animals were randomly divided into 6 experimental
groups: CO+V (control + vehicle carboxymethylcellulose),
CO + S4 (S 4 mg/kg), CO + S7 (S 7 mg/kg), CO + S10 (S 10
mg/kg), NASH + V, NASH + S4, NASH + S7, NASH + S10.
A 200 pL dose of Simvastatin was administered intragastrically
for 2 weeks. The liver tissue was removed to assess DNA
damage by comet assay. Data were presented as mean *+ stan-
dard deviation and statistical analysis by ANOVA followed by
Dunnett’s test with significance at 5%. Results. There was
significant increase (p < 0.01) in damage index to liver hepatic
DNA in groups CO + S7 and CO + S10 compared to CO + V,
indicating genotoxic effect of simvastatin in this tissue. The
NASH group showed a significantly higher damage index (p <
0.05) relative to CO + V, as well as the NASH group who re-
ceived simvastatin in higher doses (p < 0.01). Conclusion.
The Simvastatin showed a genotoxic effect and has not been
able to diminish DNA damage in liver tissues of animals with

NASH using 7 and 10 mg/kg.

METHYLPREDNISOLONE AND
TRIIODOTHYRONINE PRETREATMENT
POST PARTIAL HEPATECTOMY:
EFFECT ON DAMAGES, REGENERATION
AND LIVER TISSUE RECOVERY
A. D'ESPESSAILLES TAPIA' P. ROMANQUE ULLOA'?
TFACULTAD DE MEDICINA, UNIVERSIDAD DE CHILE, SANTIAGO. 2FACULTAD DE
MEDICINA, UNIVERSIDAD DIEGO PORTALES, SANTIAGO.
Purpose. Methylprednisolone and triiodothyronine (MP +
T3) pretreatment is one of the strategies developed to in-
crease the viability and functionality of transplanted or-
gans (heart and lungs) from brain-dead donors but the
effect on liver is unknown. Material and methods. Spra-

gue-Dawley rats were subjected to partial hepatectomy
(PHx) of 70% after treatment with MP (0.34 mg/kg), T3
(0.05 mg/kg) or their vehicles in single intraperitoneal in-
jection 3 and 2 hours prior to PHx, respectively. The expe-
rimental groups (a. MP + T3, b. vMP + NaOH, c. MP, d.
vMP, e. T3 and f. NaOH) were evaluated at 0, 24, 72 and
120 h post resection. The effect of this drugs on the regene-
ration (mitotic index, Ki67-positive cells), recovery of liver
mass (weight of liver remnant), and damage parameters
(serum transaminases GOT/ GPT, carbonyl proteins and
histology) were analyzed. Results. The recovery curve of li-
ver mass did not show significant differences between con-
trol (NaOH) and pretreated (MP+T3) animals at any time,
however it was observed a significant increase in mitotic in-
dex (85%) and Ki-67 positive cells (76.3%) in MP+T3 group
compared with controls at 24 hours after HPx. In addition,
there was a significant decrease (27%) in the activity of
serum transaminases and in levels of carbonyl proteins
(71%) (n = 3-4, p < 0.05, one way ANOVA) in the same
groups. Histological analysis confirmed decreased inflam-
mation in pretreated groups compared with controls at 24 h
after HPx. Conclusion. MP+T3 pretreatment minimizes
the inflammatory damage caused by organ resection
without showing adverse effects in liver tissue regeneration
post HPx.

N-ACETYLCISTEINE REDUCES
GASTRIC DAMAGE IN ANIMALS SUBMITTED
TO AN EXPERIMENTAL MODEL

OF PORTAL HYPERTENSION
E._LICKS," C. MARQUES,' R. MINUZZO," C. ZETLER?

M.I. MORGAN-MARTINS? C. MARRONI® N. MARRONI'?
'UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL, PORTO ALEGRE, RIO GRANDE DO
SUL, BRASIL. 2UNIVERSIDADE LUTERANA DO BRASIL, PORTO ALEGRE, RIO GRANDE
DO SUL, BRASIL.3 UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO
ALEGRE, PORTO ALEGRE, RIO GRANDE DO SUL, BRASIL.

Purpose. To evaluate the effects of N-acetylcysteine (NAC)
in animals submitted to an experimental model of partial
portal vein ligation (PPVL). Material and methods. 24
male Wistar rats divided into 4 groups: 1. sham-operated
(SO), 2. PPVL, 3. SO + NAC, administrated from the 8th
day after surgery intraperitoneally (10 mg/kg), 4. PPVL +
NAC. On the 15th day portal pressure in the mesenteric vein
was measured. We evaluated the serum levels of liver func-
tion enzymes (AST, ALT and FA) levels of substances reac-
ting to thiobarbituric acid (TBARS), the antioxidant
enzymes superoxide dismutase (SOD) and Glutathione pe-
roxidase (GPx), and metabolites of nitric oxide (nitrates and
nitrites) in stomach. The histological slides were stained with
hematoxylin-eosin. The statistical analysis used was ANOVA
followed by Student Newman Keuls test. Results. There was
no difference between the values of hepatic enzymes. The
portal hypertensive group showed an increase in portal pres-
sure, levels of TBARS and nitrates and nitrites when compa-
red to SO group. These values were accompanied by a
decrease in superoxide dismutase (SOD) and glutathione pe-
roxidase (GPx) antioxidant enzyme activity. Histology
showed dilated vessels in the gastric mucosa in the PPVL
group. Treatment with NAC was able to decrease portal
pressure values, TBARS and also nitrates and nitrites levels
when compared to PPVL group. Furthermore, PPVL+NAC
group presented an increase in SOD and GPx activity. In
histological evaluation, N-acetylcysteine attenuated damage
in gastric mucosa. Conclusions. This study suggests that
administration of NAC reduces gastric damage in animals
with portal hypertension.
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EFFECT OF SPIRULINA MAXIMA IN AN
EXPERIMENTAL MODEL OF HEPATOCELLULAR
CARCINOMA
J_MARTINEZ-SAMANO,' PV TORRES-DURAN,' MA JUAREZ-OROPEZA'
TFACULTAD DE MEDICINA, UNIVERSIDAD NACIONAL AUTONOMA DE MEXICO.
Purpose. Liver and biliary tract diseases are in sixth place
causes of death in adults, in Mexico, so priority alternatives
are aimed at prevention. The aim of this study was to assess
the antioxidant effects of Spirulina maxima (SP) on the de-
velopment of hepatocellular carcinoma induced by diethylni-
trosamine (DENA) and carbon tetrachloride (CCl) in an
experimental model in the rat. Material and methods. 64
male Wistar rats were allocated into 8 groups: control (I),
5%SP diet (II), DENA 200 mg/kg (IIT), CCl, 2 mL/kg (IV),
DENA + CCl, (V), DENA + SP (VI), CCl, + SP (VII), DENA
+ CCl, + SP (VIII). DENA and CCl, were administered at weeks
0 and 2 (single dose, i.p.); groups II, VI, VII and VIII were fed
on 5% SP diet throughout the experiment. After 12 weeks, the
rats were killed, plasma was obtained for the assessment of
liver function test, the liver was dissected and homogenized
for determining the activities of catalase, SOD, GR, GPx, xan-
thine oxidase, total glutathione, NO, protein carbonyls and
TBARS; a fraction of liver was used for histopathology. The
results were analysed by ANOVA and Bonferroni test. Results.
The groups fed on SP diet showed a higher antioxidant activi-
ty in liver tissue than in groups fed on control diet. The an-
tioxidant enzyme activities and GSH content were higher in
groups fed on SP diet than in the control groups (p < 0.05).
Conclusion. Dietary SP has a protective effect against deve-
lopment of hepatocellular carcinoma, through modification of
antioxidant status, this was not showed in liver function test,
but it was confirmed by the biochemical studies on liver tissue

and by the histopathology analysis.

THE EFFECTS OF ESTROGEN DEFICIENCY ON THE
LIVER REDOX STATUS OF OVARIECTOMIZED MICE
M.C. OLIVEIRA,' L.B. CAMPOS,! E.H GILGLIONI,' R.F. GARCIA! E.L.

ISHII-IWAMOTO,!  C.L.  SALGUEIRO-PAGADIGORRIA!
"UNIVERSITY OF MARINGA, PARANA, BRAZIL.
Purpose. The aim of this work was to evaluate the liver re-
dox status in an animal model of estrogen deficiency associa-
ted with hepatic steatosis. Material and methods. Ten
weeks after the surgical procedures of ovary removal, ovariec-
tomized (OVX) Swiss mice were anaesthetized for the liver re-
moval and measurements of lipid contents, mitochondrial and
peroxisomal reactive oxygen species (ROS) generation and de-
terminations of the activities of antioxidants enzymes. The
existence of oxidative damage in the liver was assessed by the
detection of the thiobarbituric acid reactive substances
(TBARS). The results were compared with those obtained
with control (sham-operated) mice. Results. OVX mice pre-
sented significantly higher amounts of total liver lipid con-
tents (4+30%) and this was associated with higher
mitochondrial ROS generation. The peroxisomal B-oxidation,
which contributes with approximately 35% of all oxygen pe-
roxide produced in the cell, was increased in OVX mice. Howe-
ver, the activity of catalase was reduced in 41.6% in these
animals. Besides, the activities of the other antioxidant enzy-
mes, namely, glutathione peroxidase, glutathione reductase
and glucose 6-phosphate dehydrogenase were all reduced in
OVX mice. These matched effects could lead to oxidative da-
mage, a condition that was, in fact, evidenced by the elevated
levels of TBARS found in livers of OVX mice. Conclusions.
The fat liver accumulation was accompanied by higher mito-
chondrial and peroxisomal ROS generations in OVX mice and
these, associated with a reduction in the cellular enzymatic an-

tioxidant defenses, resulted in oxidative damage of livers from
OVX mice.

HEPATOPROTECTIVE EFFECT OF THE COFFEE ON
THIOACETANIIDE—INDUQED LIVER1 DAMAGE IN RATS
P. MURIEL
ICENTRO DE INVESTIGACION Y ESTUDIOS AVANZADOS, IPN, MEXICO, D.F.

Purpose. Previous clinical observations suggested that coffee
might have beneficial effects on the liver. However, the action
mechanism of coffee has not been established. This study was
to evaluate the antifibrotic properties of coffee in a model of
liver damage induced by repeated administration to thioaceta-
mide (TAA) in male Wistar rats. Material and methods. In
this work, cirrhosis was induced by chronic TAA administra-
tion and conventional coffee or decaffeinated coffee (CC, DC,
respectively) co-administered for 8 weeks. Results. TAA ad-
ministration elevated serum alkaline phosphatase, y-glutamyl
transpeptidase and alanine aminotranspherase, liver lipid pe-
roxidation, collagen content, depleted liver glycogen and glu-
tathione peroxidase (GPx) activity. Additionally there were
increased levels of proteins: TGF-, CTGF and a-SMA, MMP-
2, 9 and 13. Coffee prevented most of the changes produced
by TAA. Histopathological analysis was in agreement with
biochemical and molecular findings. The best effect was pro-
duced by CC. Conclusions. Our results indicate that coffee
prevents experimental cirrhosis; the action mechanisms are
probably associated to its antioxidant properties and mainly
by its ability of blocking the elevation of the profibrogenic
cytokine TGF-f and CTGF. Various components of coffee
that have been related to such a favorable effect including
caffeine, coffee oils kahweol, cafestol, and antioxidant subs-
tances, but no definite evidence is available for any of these
components. These findings suggest a beneficial effect of co-
ffee on the liver. However, more basic and clinical studies
must be performed before reaching a final recommendation.

THE EFFECT OF DIETHYLNITROSAMINE IN LIVER
FUNCTION TESTS AND HISTOLOGY OF RATS LIVER
S. BONAZ AJ. MOREIRAZ M. OLIVEIRAZ S. FERNANDES,®
G. RODRIGUES? L. MEURER,! C.T.S. CERSKI,' C.A. MARRONI,?

) N.P. MARRONI>*

"HOSPITAL DE CLINICAS DE PORTO ALEGRE, HCPA, PORTO ALEGRE, RS - BRAZIL.
2 ABORATORIO DE HEPATOLOGIA E GASTROENTEROLOGIA EXPERIMENTAL, HCPA-
UFRGS, PORTO ALEGRE, RS - BRAZIL. SUNIVERSIDADE FEDERAL DE CIENCIAS DA
SAUDE DE PORTO ALEGRE, UFCSPA, PORTO ALEGRE, RS - BRAZIL. * UNIVERSIDADE
LUTERANA DO BRASIL, ULBRA, CANOAS, RS - BRAZIL.
Objectives. Was to evaluate the effect of hepatotoxic agent
diethylnitrosamine (DEN) as a model to study liver injury,
measuring the liver function tests (LFTs) and determining the
histological. Material and methods. 20 male Wistar rats, +
270 g were divided into four groups: (I) Control (7 weeks), (II)
DENY7 (III) CO10 (10 weeks), (IV) DEN10. Groups II and IV
received DEN twice a week 50 mg/kg ip for 7 and 10 weeks. In
the 7th and 10th weeks, blood was collected for LFTs: transa-
minases (AST and ALT), gamma glutamyl transferase
(GGT) and alkaline phosphatase (ALP) (U/L). Liver samples
were removed for histological analysis. The statistic analyze
used was the Student t test with p < 0.05. Results. The LFTs
show differences between groups. The values were: AST (I)
116.7 = 25.7 (IT) 1241.4 + 683.5 (III) 99.5 = 16.4 (IV) 94.7 =
224.0; ALT (I) 49 = 9.5 (II) 428.1 = 218.9 (III) 50 * 6.0 (IV)
32.5 + 104.0; GGT (I) 0.75 = 0.9 (II) 8.7 = 4.4 (III) 0.75 = 0.9
(VD) 5.0 + 2.8 ALP (I) 124.2 = 38.8 (II) 188.6 = 57.3 (III)
136.0 = 29.9 (IV) 442.5 = 103.9; the group II shows significant
increase compared to group I p < 0.05. The liver histology
with DEN at 7 weeks showed changes in hepatic architecture
with intense ductal proliferation. Hepatocytes with enlarged
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nuclei, extremely atypical, steatosis and extensive loss of pa-
renchyma. At week 10, changes are still remain, being possible
to verify cholestasis, cholangitis, necrosis and more diffuse
nuclear atypia. Conclusion. The use of DEN caused intense
inflammatory process and deterioration in liver. Based on the
evaluated data we show signs of cholangitis by the histological
appearance and the values of ALP and GGT, signaling choles-
tatic disease.

DECREASE OF GENE EXPRESSION OF TGF—B
IN HUH CELLS USING AN ADENO-ASSOCIATED
VECTOR EXPRESSING A TRUNCATED RECEPTOR
TYPEII FOR TGF-ﬁ
M. MENA ENRIQUEZ,! 1 J. PRIETO
VALTUENA2® G. GONZALEZ ASEGUINOLAZA2 J. ARMENDARIZ
BORUNDA'

TCENTRO UNIVERSITARIO DE CIENCIAS DE LA SALUD, UNIVERSIDAD DE
GUADALAJARA, JALISCO, MEX/CO, 2CENTRO DE INVESTIGACION MEDICA APLICADA
(CIMA), PAMPLONA, ESPANA. 3 FACULTAD DE MEDI?/NA, UNIVERSIDAD DE NAVARRA,

PAMPLONA, ESPANA.

Purpose. Generate an AAV2/8-TBRIIAcyt and evaluate its
effect on gene expression of TGF-f, Col-I and MMP-2 in cul-
ture. Material and methods. Vector was generated subclo-
ning the TPRIIAcyt ¢cDNA into the HindIII/Xhol site of
pAAV-MCS. TBRIIAcyt insertion was confirmed by restriction
map and sequencing. Cotransfection of pHelper, p5E18 and
PMCS-TBRIIAcyt or PITR-GFP was performed in HEK-293
cells with polyethyleneimines at a concentration of 15, 10 and
10 wg of plasmid respectively. 48 h post-transfection, cells
were lysed and viral particles were purified by iodixanol gra-
dient and quantified by qPCR. For in vitro assays, 2x10°
Huh 7.0 cells were seeded and divided into 4 groups: Control,
rTGF-B, rTGF-3+AAV-GFP (irrelevant gene) and rTGF-
B+AAV-TBRIIAcyt (therapeutic gene). 48 h post-transduction
(1 x 10! cg/mL), conventional PCR was performed for trans-
gene detection and qPCR to assess gene expression of TGF-,
Col-I and MMP-2. For statistical analysis ANOVA and Bonfe-
rroni post-hoc test was performed. Results. We obtained 1 x
10?2 cg/mL of AAV2/8-GFP and 1 x 10° cg/mL of AAV2/8-
TBRIIADcyt. In Huh 7.0 cell culture TBRIIAcyt delivered into
an adeno-associated virus was expressed efficiently. Treated
cells with VAA2/8-TBRIIAcyt showed a significant decrease in
gene expression of TGF-B (p < 0.05) and a tendency to decrea-
se in Col-I and MMP-2 gene expression, without statistical di-
fferences in these genes. Conclusions. We generated
adeno-associated virus containing a truncated type II receptor
for TGF-B1. Gene expression of TBRIIAcyt was able to decrea-
se gene expression of this cytokinein vitro in a human hepa-
tocyte cell line. We conclude that gene therapy using VAA2/
8-TBRIIAcyt can be useful for treatment of liver fibrosis.

QUERCETIN DECREASES HEPATIC FIBROSIS BY
REDUCING HEPATIC STELLATE CELLS AND
REGULATING THE BALANCE OF PRO AND ANTI-
FIBROGENIC MOLECULES

,' LA. RUIZ CORRO,' A.A. SOBREVILLA
NAVARRO,' A. SANDOVAL RODRIGUEZ,' J. GONZALES CUEVAS,!

J. ARMENDARIZ BORUNDA,' A. SALAZAR MONTES'
"INSTITUTO DE BIOLOGIA MOLECULAR EN MEDICINA Y TERAPIA GEN/CA. cucs.
UNIVERSIDAD DE GUADALAJARA. GUADALAJARA, JALISCO, MEXICO.
Introduction. In the past we have showed that quercetin
prevents liver damage by decreasing oxidative stress and in-
flammation. However, quercetin effect on the molecular me-
chanisms of hepatic fibrosis degradation, HSC activation and
apoptosis has not been elucidated. Purpose. To elucidate the
effect of quercetin on the activation and apoptosis of HSC and
on molecular mechanisms in an experimental model of cirrho-

sis. Material and methods. Wistar male rats were chronica-
lly intoxicated with CCl4 for eight weeks and concomitantly
treated with quercetin (150 mg/kg/day). Animals were sacrifi-
ced, liver samples were taken for histology (Masson stain, si-
rious red, immunohistochemistry and TUNEL assay), gene
expression of profibrogenic genes (Col-1 TGF-f1 and CTGF),
anti-fibrogenic genes (TGF-B3), metalloproteinases (MMP2
and MMP9). Activity of MMPs was analyzed by zimography
and NFkb activity by gel-shift. Results. Animals concomitan-
tly treated with quercetin presented significantly less expres-
sion of profibrogenic genes. Cirrhotic animals presented a
fibrosis and collagen index of 22.5% and 35% while rats trea-
ted with quercetin showed a fibrosis and collagen index of
10.76% and 10.52% respectively. NF«b activity decreased sig-
nificantly with the treatment. Antifibrogenic gene TGF-$3 in-
creased the expression with quercetin. Apoptosis of HSC was
determinate by TUNEL assay and activation determinated by
positive cells to o-sma by immunohistochemistry, showed
number of apoptotic cells increased 17.8 times and the activa-
tion decrease 55% in animals treated with quercetin. Activity
of MMP2 increased three times while MMP9 two times with
quercetin treatment. Conclusions. Quercetin inhibits HSC
activation, promotes their apoptosis and stimulates activity of
MMPs which is reflected on stage of fibrosis.

PROTECTIVE EFFECT OF BIXIN AGAINST THE
HEPATOTOXICITY INDUCED BY CARBON

TETRACHLORIDE IN RATS
P.R._MOREIRA,? F.E. MINGATTO,2 M.A. MAIOLI,'?
H.C.D. MEDEIROS: M. GUELFR
'FACULDADE DE MEDICINA VETERINARIA DE ARACATUBA (FMVA), UNESP - UNIV
ESTADUAL PAULISTA, ARAGATUBA, SAO PAULO, BRAZIL. 2CAMPUS EXPERIMENTAL
DE DRACENA, UNESP - UNIV. ESTADUAL PAULISTA, DRACENA, SAO PAULO, BRAZIL.

The liver has a great importance in the animal body since it is
responsible to the biotransformation of exogenous chemicals
(xenobiotics), making the liver tissue a potential target for
toxic substances. The carotenoid bixin from annatto seeds
(Bixa orellana L.) is an antioxidant that can contribute to
protecting cells and tissues against the deleterious effects of
free radicals. In the present study we evaluated the protective
effect of the bixin on liver damage caused by carbon tetrachlo-
ride (CCl) in rats. Male Wistar rats weighing approximately
200-240 g were used. The animals received food and water ad
libitum and were divided in four groups of six animals accor-
ding each treatment: group 1 (control) received canola oil by
gastric gavage for 7 days and mineral oil (0.5 mL/kg body
weight, intraperitoneally) in the last day of treatment; group 2
received the bixin, dissolved in canola oil, by gastric gavage (5
mg/kg body weight) for 7 days and mineral oil on the last day
of treatment; group 3 received canola oil by gastric gavage for
a period of 7 days and a single dose of CCl; diluted in mineral
oil (0.125 mL/kg body weight, intraperitoneally) in the last
day of treatment; group 4, received the bixin by gastric gavage
(5 mg/kg body weight) for 7 days and a single dose of CCl, di-
luted in mineral oil (0.125 mL/kg body weight, intraperitonea-
lly) in the last day of treatment. After euthanasia, the blood
of treated and control animals was collected and the serum ac-
tivities of alanine aminotransferase (ALT) and aspartate ami-
notransferase (AST) were analyzed. The livers were removed
and after preparation of the homogenate the activity of the
enzyme glutathione reductase (GR), the levels of reduced glu-
tathione (GSH) and NADPH, as well as the peroxidation of
membrane lipids were determined. Bixin protected the liver da-
mage caused by CCl; as noted by the significant decrease of
the release of the enzymes ALT and AST. Bixin also protected
the liver against the oxidizing effects of CCly, since it preven-
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ted the decrease in GR activity and levels of GSH and
NADPH. The peroxidation of membrane lipids was also inhi-
bited by bixin. Therefore, we can conclude that the protective
effect of bixin against hepatotoxicity caused by CCl, is related
to the antioxidant activity of the compound.

EVALUATION OF IMMP AS ANTI-FIBROTIC ON

EXPERIMENTAL LIVER
U. OSUNA MARTINEZ,' J. REYES ESPARZA2 R. HERNANDEZ PANDO,?

V. PETRICEVICH LOPEZ? L. RQDRIGUEZ F[:U\GOSO2
TUNI VEHS[DADAUTONOMA DE SINALOA, CULIACAN, SINALOA, MEXICO. 2UN{ VERSIDAD
AUTONOMA DEL ESTADO DE MORELOS, CUERNAVACA, MORELOS, MEXICO.
SINSTITUTO NACIONAL DE CIENCIAS MEDICAS Y NUTRICION SALVADOR ZUBIRAN,
CIUDAD DE MEXICO, MEXICO.

Purpose. The aim of this study was to evaluate the anti-fi-
brotic effect of Immunomodulatory metalopeptide (IMMP), in
a liver fibrosis model immunologically induced. Material
and methods. 32 male Wistar rats (150 g) were divided into 4
groups (n = 8): 1. Control: PBS 0.5 mL i.p. 3-times per week
for 8-weeks; 2. IMMP: 50 ng/kg i.p. 3-times per week during 4-
weeks; 3. Fibrosis: porcine serum 0.383 mg/kg i.p. twice per
week for 8-weeks; 4. Fibrosis+IMMP: doses mentioned above;
IMMP treatment started at the fifth week. Rats were sacrificed
using CO, chamber, serum level of IL-6 was analyzed by ELI-
SA. Collagen content of the liver was determinate by
hydroxyproline assay, three-micron-thick sections were stai-
ned with Masson for analysis of collagen, also used for immu-
nohistochemistry of TGF-b1l. Results. Fibrosis group had an
increase in IL-6 (2.6-fold), alterations in parenquima and fi-
brosis extending around central veins and portal structure,
an increase in collagen content (4.6-fold) and had a huge ex-
pression of TGF-bl in hepatocytes around collagen fibers, all
compared with control (p < 0.05). Rats with fibrosis treated
with IMMP had a reduction of IL-6 (24.6%), showed a reduc-
tion in parenquima alterations and less fibrosis around cen-
tral veins and portal structures, we observed a reduction in
collagen content (63.14%) and reduced expression of TGF-b1l
on rats with fibrosis, which were seen as small dispersed zones
of hepatocytes around parenquima, all compared with fibrosis
(p < 0.05). Conclusions. The treatment of IMMP reduced li-
ver fibrosis by reduction of inflammatory and activator me-
diators, resulting in a decrease of fibrosis development.

EL FACTOR DE CRECIMIENTO DE HEPATOCITOS
PROTEGE CONTRA EL EFECTO HEPATOTOXICO
INDUCIDO POR LA RIFAMPICINA Y LA ISONIAZIDA
C. ENRIQUEZ-CORTINA;! ALMONTE-BECERRIL M2
R. HERNANDEZ-PANDO; D. CLAVIJO-CORNEJO,’

M. PALESTINO-DOMINGUEZ,' A. LOPEZ-ISLAS,! N. NUNO,!

MC GUTIERREZ-RUIZ,! LE GOMEZ-QUIROZ'
'DEPARTAMENTO DE CIENCIAS DE LA SALUD, UNI VEHS/DADAUTOA[OMA
METROPOLITANA, MEXICO, DF, MEXICO.2CENTRO DE INVESTIGACION Y DE
ESTUDIOS AVANZADOS DEL INSTITUTO POLITECNICO NACIONAL (CINVESTAV),
MEXICO, DF, MEXICO. SDEPARTAMENTO DE PATOLOGIA, INSTITUTO NACIONAL DE
CIENCIAS MEDICAS Y NUTRICION SALVADOR ZUBIRAN, MEXICO, DF, MEXICO.
Introduccién. La tuberculosis es una enfermedad con alto
impacto a nivel hepatico debido al incremento en la resistencia
a los antibidticos de M. tuberculosis, lo cual conduce al incre-
mento de dosis o tiempo de tratamiento con antibiéticos usa-
dos convencionalmente, como la isoniazida y la rifampicina,
que suelen ser administrados a diario o intermitentemente por
varios meses, incrementando la posibilidad de dafio hepatico.
La biotransformacién de los farmacos genera especies reacti-
vas de oxigeno (ROS) que inducen dafno hepatocelular. El fac-
tor de crecimiento de hepatocitos (HGF) demostré el
incremento de las defensas antioxidantes en los hepatocitos.
Objetivo. Estudiar el papel protector del HGF en la hepato-
toxicidad inducida por rifampicina (RMP) e isoniazida (INH)

en ratones de la cepa CD1. Material y métodos. Los ratones
fueron separados en cuatro grupos: el grupo control (A) sé6lo
recibi6 solucién salina isoténica intragéstrica, el grupo B reci-
bi6 RMP 150 mg/kg + INH 75 mg/kg intragéastrica, el grupo C
recibié 10 mg/kg de HGF + RMP y INH, el grupo D sélo recibi6
HGF. Adicionalmente un grupo E recibié anti-HGF 5 ng/kg
+ RMP y INH para corroborar los efectos del HGF endégeno.
Se realizaron tinciones rutinarias de H&E, se determiné por
microscopia confocal apoptosis por TUNEL y caspasa 3, ROS
por dihidroetidio (DHE) y diclorofluoresceina (DCFH), asi
como pruebas de funcién hepatica como AST. Resultados.
Los farmacos indujeron muerte celular por apoptosis y estea-
tosis juzgado por las histologias de H&E, la apoptosis se co-
rroboré por microscopia confocal con TUNEL y caspasa 3
activa y se encontré un incremento significativo de AST. Se
determiné un incremento de ROS, particularmente peréxidos
por DCFH y anién superéxido por DHE. Todos los marcado-
res de dano se llevaron a valores control con el tratamiento de
HGF. El grupo control E mostr6 exacerbaciéon de los efectos
téxicos de los farmacos, demostrando que atn el HGF endége-
no confiere cierta protecciéon hepéatica. Conclusion. El HGF
ejerci6 un efecto protector, controlando el estrés oxidante y
evitando el dano hepatocelular. CONACyT # 131707.

EVALUACION DEL EFECTO HEPATOTOXICO Y
HEPATOPROTECTOR DE SUPLEMENTOS
DIETETICOS Y/O FITOFARMACOS A TRAVES DE UN
MODELO IN VITROEN CORTES PRECISOS DE

REBANADAS DE HIGADO DE RATAS
P._CORDERO-PEREZ,! C.G. VILLALOBOS-ANGUIANO,!
L. TORRES-GONZALEZ,' L.E. MURNOZ-ESPINOSA,
P. CARRANZA-ROSALES,2 N.E. GUZMAN-DELGADO®
1 UNIDAD DE HIGADO, SERVICIO DE GASTROENTEROLOGIA, DEPARTAMENTO DE

MEDICINA INTERNA, HOSPITAL UNIVERSITARIO “DR. JOSE E. GONZALEZ’, i
UNIVERSIDAD AUTONOMA DE NUEVO LEON, MEXICO.2 CENTRO DE INVESTIGACION
BIOMEDICA DEL NORESTE, IMSS, MEXICO. HOSPITAL DE CARDIOLOGIA NUM. 34,
IMSS, MONTERREY, NUEVO LEON, MEXICO.
Introduccion. Segin la OMS 80% de la poblacién utiliza me-
dicina alternativa y complementaria (MAC); se ha descrito que
30 a 80% de los pacientes de clinicas de higado utilizan reme-
dios herbarios. Objetivo. Evaluar la actividad hepatotéxica y
hepatoprotectora de tres suplementos dietéticos y/o fitofarma-
cos mas utilizados para el tratamiento de enfermedades hepa-
ticas a través del modelo in vitro de cortes precisos de
rebanadas de higado de rata. Material y métodos. Los com-
puestos analizados fueron: Aloe vera, Cardo lechoso y Boldo.
Las presentaciones de los compuestos fueron: Aloe vera: Om-
nilife, Herbalife y GNC; Cardo lechoso: GNC, Liver Med (Me-
dix); Legalon (Nycomed), Boldo: té (Therbal), capsula
(Botnatura) y pastilla (Anahuac). Las rebanadas de higado de
ratas Wistar se obtuvieron con un rebanador Brendel Vriton.
Los grupos de estudio fueron (n = 5): control (rebanadas sin
tratamiento), control de toxicidad (rebanadas tratadas con
acetoaminofen 15 mM), y los grupos de estudio que fueron re-
banadas tratadas con cada uno de los tres productos referidos
mas acetoaminofen 15 mM. Se incubaron las rebanadas por
36 h y posteriormente se realiz6 andlisis enziméatico e histolo-
gico. Resultados. La toxicidad en los niveles de ALT y AST
fueron: 1) Aloe vera (ALT): Control < GNC < Omnilife <
Herbalife; (AST): GNC < Control < Herbalife < Omnilife. 2)
Boldo (ALT y AST): Control < té < Capsula < pastilla. 3)
Cardo lechoso (ALT y AST): Control < Liver Med < Legalon
< GNC. Los productos para evaluar hepatoproteccion fueron
Aloe vera (GNC), Boldo (t6 de Therbal) y Cardo lechoso (Le-
galon de Nycomed). Este dltimo se eligié por ser un extracto
estandarizado y muy usado por hepatépatas y no en relaciéon
con los resultados de los parametros enzimaéaticos evaluados.
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Se encontré que el Aloe vera (GNC) en AST y el Legalon
(Nycomed) en ALT y AST fueron los productos hepatoprotec-
tores (Figuras 1y 2).
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Figura 1. ALT (UI/L) a las 36 horas.
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Figura 2. AST (UI/L) a las 36 horas.

A nivel histolégico los hallazgos fueron: Grupo de toxicidad:
dilatacion sinusoidal y centrilobulillar, predominio de focos de
esteatosis y, focalmente, necrosis hepatocelular. Aloe vera
(GNC): estructura més conservada, congestion sinusoidal, es-
casos focos microscépicos de necrosis. Legalon: estructura
conservada, escasos focos de esteatosis y de dano hepatocelu-
lar. Boldo (té): multiples focos de esteatosis y signos de necro-
sis perivenular. Conclusiones. El Aloe vera, el Cardo lechoso
y Boldo son de los productos naturistas més utilizados por los
pacientes hepatépatas. Los productos menos téxicos fueron
Aloe vera de GNC, Boldo té de Therbal y Legalon. Los produc-
tos hepatoprotectores fueron Aloe vera de GNC y Legalon de
Nycomed. El modelo experimental mostré ser util para valo-
rar la toxicidad y/o hepatoproteccion de productos naturistas.

HEPATOTOXICIDAD Y
PATRONES MORFOLOGICOS
J. SUMIRE UMERES," C. ASATO HIGA,' C. GARCIA DELGADO'
'LABORATORIO DE ANATOMIA PATOLOGIA ‘PATOLOGAS AS” LIMA-PERU.
Objetivo. Determinar los patrones histopatolégicos de toxici-
dad hepética por drogas. Material y métodos. Se revisaron
archivos de Patologia de cinco anos (2007-2011), con el ante-

cedente de usar alguna medicacién y con dano hepético, ya
fuera agudo o crénico. Se reevaluaron las secciones histologi-
cas para determinar algin patrén morfolégico que explicara
la clinica del paciente. Resultados. Se encontraron cinco pa-
cientes con dano hepatico: Dos casos de ductopenia asociada
al 4cido clavulinico y ciproterona; un caso de hepatitis aguda
asociado a isoniacida; un caso de fibrosis hepatica asociada a
metothrexate. Conclusién. El patrén morfolégico relaciona-
do con mayor frecuencia con la injuria por drogas es la ducto-
penia. La toxicidad por drogas debe considerarse como parte
del diagnéstico diferencial ante el hallazgo histolégico de
ductopenia.

PARTIQIPACAO DO ESTROGENIO NA
PREVENCAO DO ESTRESSE OXIDATIVO NO
MODELO DE LIGADURA PARCIAL DA VEIA
PORTA EM RATAS WISTAR
M.l MORGAN-MARTINS,'? E. GONGALVES SCHEMITT,"? R. MINUZZO
HARTMANN, 2 J. RASKOPF COLARES,'2 N. POSSA MARRONI'?
"LABORATORIO DE ESTRESSE OXIDATIVO E ANTIOXIDANTES, ULBRA, RS.

2 ABORATORIO DE HEPATOLOGIA EXPERIMENTAL E GASTROENTEROLOGIA, HCPA, RS.
Objetivo. A ligadura parcial de veia porta (LPVP) é o modelo
experimental utilizado em ratos para estudar os mecanismos
fisiopatol6gicos envolvidos na hipertensao portal pré-hepati-
ca. A Hipertensao Portal (HP) é uma complicacido secundéria
a cirrose que causa o surgimento de circulagdo colateral hi-
perdindmica. O estrogénio é uma molécula antioxidante com
diferentes acgbes fisiolgicas. Assim, o objetivo deste trabalho
foi verificar a agfio antioxidante do estrogénio endégeno em
modelo experimental de LPVP comparando ratas intactas
com ratas castradas. Métodos. Foram utilizadas 20 ratas
Wistar, pesando 250g, divididas em 4 grupos: sham-operated
(SO); intactas com ligadura parcial da veia porta (IL); castra-
das (C) e castradas com ligadura parcial da veia porta (CL).
No 1° dia: foi realizada a castracido ou sham-operated; no 7
dia a cirurgia de LPVP; no 15° dia ap6s a LPVP, foi verificada
a pressao portal (PP) na veia mesentérica das ratas, no poli-
grafo Letica. A lipoperoxidagdo no estémago foi avaliada atra-
vés da técnica das substéncias reativas ao acido tiobarbitarico
(TBARS) e a atividade das enzimas antioxidantes superoéxido
dismutase (SOD), catalase (CAT) e glutationa peroxidase
(GPx). A analise estatistica foi ANOVA - Student-Newmann-
Keuls, (Média + EP), foi considerado significativo para p <
0.05. Resultados. Nao foi detectado o estradiol no plasma
das ratas castradas. A PP mostrou um aumento significativo
no grupo CL em relagdo aos demais, nao houve diferenca sig-
nificativa no grupo das ratas intactas (SO: 14,66+ 2,90; IL:
21,21 + 1,70; C: 22,16 = 4,92 e CL: 34,36 = 2,59 — mm/Hg).
O TBARS aumentou significativamente no grupo C e CL, em
relagédo as demais (SO: 0,53 + 0,07; IL: 0,91 + 0,17; C: 3,60 =
1,23 e CL: 4,02 = 1,05 - nmoles/mg Prot). Quanto as enzimas
antioxidantes, as ratas castradas e com posterior LPVP, tive-
ram aumento significativo em relacdo as demais; para a SOD
(SO: 35,59 = 7,90; IL: 27,18 = 1,44, C: 80,73 = 2,5; CL: 112,64
+ 9,8 - U SOD/mg de Prot); para a CAT (SO: 0,14 = 0,02; IL:
0,12 + 0,01; C: 0,24 = 0,005; CL: 0,35 = 0,06 — pmoles/mg de
Prot); para a GPx (SO: 0,67 + 0,28; IL: 0,51 = 0,18; C: 4,20 =
0,06 e CL: 0,57 = 0,02 - nmoles/mg de Prot). Conclusao. Nes-
te modelo experimental de LPVP, as ratas intactas estdo mais
protegidas que as castradas quando avaliamos o estresse oxi-
dativo. A diferenca entre os dois grupos é a castragédo, onde foi
observado auséncia do estrogénio circulante. Podemos sugerir
que o estrogénio, por apresentar radicais hidrofenélicos em
sua molécula, desempenha um papel protetor nas ratas intac-
tas em comparacdo com as castradas, agindo assim como an-

tioxidante, neste modelo experimental.
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A ACAO DA ANTIQXIDANTE QUERCETINA
MODULANDO OS PARAMETROS MOLECULARES DO
PROCESSO INFLAMATORIO EM CAMUNDONGOS
COM ESTEATO-HEPATITE NAO ALCOOLICA

EXPERIMENTAL
E. MARCOLIN, J. TIEPPO; G. RODRIGUES,’
MJ TUNON? N. POSSA MARRONI-
'LABORATORIO DE HEPATOLOGIA E GASTROENTEROLOGIA EXPERIMENTAL.
UFRGS/HCPA - PORTO ALEGRE/RS. 2UNIVERSIDAD DE LEON - UNILEON, LEON,
ESPANHA. SLABORATORIO DE ESTRESSE OXIDATIVO. ULBRA - CANOAS/RS.

Objetivos. A Esteato-Hepatite Nao Alcodlica (EHNA) é uma
das mais comuns doencas hepéaticas, muitas vezes silenciosa,
com alta incidéncia, diagndstico dificil e ainda sem terapias
eficazes. A caracteristica importante na EHNA é de acimulo
de gordura no figado, juntamente com a inflamacéo e progre-
ssiva fibrose. Este estudo objetiva desenvolver um modelo ex-
perimental de EHNA através de uma dieta deficiente em
metionina e colina (MCD) e avaliar as alteragoes hepaticas,
pardmetros de estresse oxidativo, lipoperoxidacido e paridme-
tros moleculares de inflamacéo, verificando a acdo resultante
da suplementacao do flavondide antioxidante quercetina (Q).
Métodos. Utilizou-se camundongos machos C57BL6, dividi-
dos em quatro grupos (n = 8): CO + V (ragédo controle, além
de carboximetilcelulose sédica a 1% usada como veiculo), CO
+ Q (560 mg/kg via intragastrica), EHNA + V (dieta MCD) e
EHNA + Q. As dietas e a suplementacgdo de Q foram adminis-
tradas por 4 semanas. Foram avaliados os niveis hepéaticos de
mRNA de TNF-o, COX-2, HMGB-1 e TGF-§ através de real
time PCR (unidades arbitrarias).O trabalho foi aprovado pelo
Comité de Etica e Pesquisa do HCPA. Os dados sdo apresen-
tados como média + erro padréo, tratados por ANOVA segui-
do de teste Student Newman Keuls com significancia de 5%.
Resultados. O grupo EHNA + Q comparado com EHNA + V
mostrou um decréscimo significativo na enzimas de integrida-
de hepética dos grupos 4 semanas (AST: 327,92 = 24,08 vs.
469,86 + 49,16, ALT: 335,94 + 19,41 vs. 687,33 + 51,54 U/L),
bem como na lipoperoxidagdo (TBARS: 6,90 + 0,96 vs. 8,03 *
1,53 nmoles/mg prot) e melhoria nos parametros moleculares
do processo inflamatério através de TNF-o (4,05 + 0,6 vs.
7,65 = 0.7), COX-2 (3,52 + 0,2 vs. 7,08 = 0,8), HMGB-1 (0,93
+ 0,2 vs. 2,39 + 0,4) e TGF-$ (0,87 = 0,4 vs. 0,61 = 0,3). O
diagnéstico de EHNA foi realizado em 100% dos camundon-
gos que receberam a dieta MCD, mostrando histologicamente
menor grau de esteatose macrovesicular, balonizagio e pro-
cesso inflamatério no grupo tratado com Q, bem como re-
ducdo da  marcacao de células estreladas  por
imuno-histoquimica (a-SMA: 0,79 +* 0,4 vs. 1,48 = 0,9% de
pixels corados). Conclusao. Os resultados demonstram que
Q 50 mg/kg reduziu os niveis de lipoperoxidacio, pardmetros
inflamatorios e fibrose no figado, bem como os niveis das en-
zimas de integridade hepatica, sugerindo efeitos protetores do
figado neste modelo.

INFLAMACAO HEPATICA E PULMONAR NA HIPOXIA

INTERMITENTE SIMULANDO A APNEIA DO SONO
DARLAN PASE DA ROSA, LUIZ FELIPE FORGIARINI, DIEGO BARONIO,
CRISTIANO ANDRADE FEIJO, DENIS MARTINEZ, NORMA POSSA
MARRONI

Apnéia do sono é um distarbio respiratério que leva ao colap-
so momentineo e ciclico das vias aéreas superiores, levando
ao quadro de hipéxia intermitente (HI). A HI pode levar a for-
magéao de radicais livres que contribui para o estresse oxidati-
vo, sendo possivelmente esse o0 mecanismo central da relagéo
entre apnéia do sono e esteato hepatite ndo alcoélica. Objeti-
vamos investigar o mecanismo de inflamagéo no modelo ani-
mal de hipéxia intermitente, simulando a apnéia do sono,

tanto no tecido pulmonar quanto no hepético. Utilizamos 12
camundongos, machos, C57BL/6, divididos em dois grupos
(SHI - simulagdo de HI; e HI - que foi exposto a HI por 35
dias) Observamos que houve aumento do dano oxidativo
(TBARS - pulmao: SHI 4,57 + 0,10; HI 5,22 + 0,10/figado:
SHI 2,90 + 0,23; HI 3,76 = 0,15) e alteracido nas enzimas an-
tioxidantes endégenas (SOD: pulmao: SHI 7,27 + 0,99; HI
4,64 = 0,22/ figado: SHI 3,13 * 0,53; HI 5,86 = 0,70/CAT: pul-
méao: SHI 2,62 + 0,18; HI 3,48 + 0,13/figado: SHI 0,82 + 0,17;
HI 2,33 £ 0,09) nos camundongos expostos a HI. Valores ele-
vados de expressdo, no grupo HI, dos fatores de transcrigéo:
hipéxia induzivel (HIF-1a - pulméo: SHI: 0,26 + 0,05; HI: 0,51
+ 0,04/figado: SHI: 0,57 = 0,02; HI: 0,68 = 0,02), nuclear (NF-
kb - pulméo: SHI: 0,10 + 0,006; HI: 0,13 = 0,016/figado:
SHI:0,07 = 0,007; HI: 0,17 + 0,06) e necrose tumoral (TNF-a -
pulméo: SHI: 0,96 = 0,08; HI: 1,33 + 0,08/figado: SHI: 0,47 +
0,09; HI: 0,70 = 0,03), bem como elevacao da expressao da NO
sintase induzivel (iNOS - pulméo: SHI: 0,72 = 0,10; HI: 0,97 =
0,16/figado: SHI: 0,52 = 0,12; HI: 0,94 + 0,03), fator de cresci-
mento vascular endotelial (VEGF - pulméao: SHI: 1,00 = 0,08;
HI 1,23 = 0,03/figado: SHI: 0,21 = 0,04; HI: 0,36 = 0,01) e
Caspase 3 clivada (pulméao: SHI: 0,08 + 0,01; HI: 0,28 + 0,04/
figado: SHI: 0,29 + 0,07; HI: 0,83 = 0,07). Demonstrando que
a exposicao a hipéxia intermitente por 35 dias, simulando a
apnéia do sono, leva ao estresse oxidativo, inflamacéo e apop-
tose no figado e pulméo.

MISCELLANEOUS

HEPATOTOXICITY BY HERBS. SEVERE
CHOLESTASIS BY RICA-RICA. CLINICAL CASE
BRUNO A,' ALESSIO A, TSARITKSIAN G,' POZZATI M,' TORSIGLIERI
A,' FRIDER B'

' ACUTE GENERAL HOSPITAL COSME ARGERICH. ASSOCIATED TO BUENOS AIRES
UNIVERSITY, ARGENTINA.

Aim. To present a case of acute cholestasis secondary to the
ingestion of the grass “Rica-Rica” with chronic evolution and
liver fibrosis. This herb, Acantholippia salsoloides, originate
from Bolivian plateau is used with infusions of yerba mate or
tea for dyspepsia. Case. Female patient, 26 years with a his-
tory of 45 days of itching, jaundice, and fever, aspartate tran-
saminase x 5 times normal value (nv), alanino transaminase
x 10 nv, bilirubin 20 mg/dL (70% conjugate) alkaline phospha-
tase x 7 nv, Gamaglutamiltranspeptidase x 20 nv, cholesterol
631 mg%, hemoglobin 9,2 gdL, white blood cells 11,000 m?.
Autoimmune and viral markers were negative, ultrasound
and a MR cholangiography without signs os dilatation of the
bile ducts. A liver biopsy (BX) showed: diffuse duct prolifera-
tion, cholangitis and pericholangitis; severe cholestasis hepa-
tocanalicular, centrilobular and in midzone. Acute cholestatic
hepatitis with eosinophils compatible with hepatotoxicity. She
started treatment with UDCA (12 mg/kg/d) and 20 mg/d of
methylprednisolone. Further questioning brought the use of
“Rica-Rica” consumption, 5 g/twice/day, with yerba mate for
15 days. At the third month itching and biochemistry choles-
tasis persists. A BX showed moderate cholestasis hepatocana-
licular and marked peripheral duct proliferation. Fibrosis F2.
Another BX at 2 years of evolution reveals persistence of cho-
lestasis and hepatic fibrosis F3. Conclusions. In cases of
drugs hepatotoxicity the lesion may persist even suspending
the poison, the duration and severity is unpredictable and so-
metimes dose independent. This would be the first reported
case of hepatotoxicity by Rica-rica, an herb over the extensive

list of herbs causing liver injury.
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ASYMPTOMATIC HEPATIC HYDATIDOSIS.
A CONTRIBUTION TO THE OPTION TO WATCH AND

WAIT
B. FRIDER, A. ALESSIO,' G. TSARIKTSIAN,' A. TORSIGLIERI,
A. BRUNO

"HEPATOLOGY, ACUTE GENERAL HOSPITAL DR. C. ARGERICH. GOVERNMENT OF THE
CITY OF BUENOS AIRES. ASSOCIATED TO THE UNIVERSITY OF BUENOS AIRES,
ARGENTINA.

Introduction. The liver is the organ most frequently affec-
ted by the echinococcus granulosus (EG) acquired mostly in
childhood. The use of ultrasound (US) showed an unexpected
high prevalence of the disease mostly asymptomatic, raising
questions about whether to treat or not this asymptomatic ca-
rriers. The objective was to analyze the years lived outside en-
demic areas in liver cyst carriers who were attended between
1998-2010 as a contribution to the knowledge of the natural
history of the disease. Material and methods. The records
from patients with liver hydatid disease were revised. The
diagnosis was based on the US images according to the WHO
US classification. Age, geographic area where they came from,
types of cyst, symptoms and the time elapsed since they leave
the endemic area were analyzed. Results. 55 patients, mean
age 52 years (19 to 86) were seen. In 49 the time they lived
outside the endemic area were assessed: the average was 21
years (3 to 67). All but 2 continued to be asymptomatic. Three
patients continued to live in the rural area and 4 symptomatic
patients underwent surgery. Discussion. The great tolerance
of the liver for EG infestation raised questions about the need
to treat or not to treat this asymptomatic liver carriers. This
work is another contribution to the watch & wait option based
on the long time (3 to 67years) without symptoms.

LIVER ELASTOGRAPHY: RESULTS AFTER TWO
YEARS IN A CENTER OF HEPATOLOGY IN
ARGENTINA
J SOLARI,' M KUCHARCZYK,! JC BANDI! O GALDAME,! R MULLEN,
R. GARCIA MONACO/ A GADANO'

THOSPITAL ITALIANO DE BUENOS AIRES, ARGENTINA.
Background. The transicional elastography (FibroScan®) is
an approved noninvasive tool for the evaluation of the fibrosis
in patients with chronic hepatopathy. Objective. To present
the characteristics of the studies made until November of
2011. Material and methods. All variables were collected in
case of being available. Studies were made by three experien-
ced operators and a medium probe was used. The study with a
success rate > 60% and IQR < 30% was considered valid. Re-
sults. 1976 studies were made. The duration average of the
study was of 8.9 min. Complications were not registered. The
requests were made by doctors of the hospital (42,6%) and ex-
ternals (57,4%), being the cause of hepatopathy HCV in 46,3%
of the studies, NASH 21,3%, HBV 19,7%, others 12,7%. Valid
results in 7,9% of the patients could not be obtained, the
97,2% of these patients had a BMI > 28; of any way there were
226 patients with BMI > 28 in that the study was made
without difficulties. All the patients with cirrhosis by ecogra-
phy (n: 93) had fibroscan compatible with F4 of METAVIR. In
453 (22,9%) patient we could obtain a liver biopsy & 7 portal
spaces) simultaneous with fibroscan (difference < 6 months).
We observed an agreement of 83% in global form, 95% of the
discordancy was of a single stage. Conclusion. The elasto-
graphy is present in the study of chronic hepatitis. The main-
tained demand of the method after two years of use we

thought that it is correlated with its acceptance.

PROSPECTIVE FOLLOW UP WITH FIBROSCAN AND

LIVER BIOPSY IN PATIENTS WITH HEPATITIS C
J SOLARI," M KUCHARCZYK,! JC BANDI! O GALDAME," R MULLEN,!

R. GARCIA MONACO,' A GADANO'

THOSPITAL ITALIANO DE BUENOS AIRES, ARGENTINA.
Introduction. The evaluation of the liver fibrosis is relevant
to the prognosis and the possible determination of treatment
in the patients with chronic hepatitis C. In this background
the Fibroscan is accepted and the possibility of making a pros-
pective follow up in these patients is important, fundamenta-
lly for those without initial indication of treatment.
Objective. To present the correlation between liver biopsy
and Fibroscan in patients HCV + and their prospective follow
up. Material and methods. The studies were analyzed from
October 2009 to November 2011. Results. 914 Fiborscans
were made in 690 HCV patients; 86 patients had a correlated
liver biopsy (£ 6 months of difference). The correlation bet-
ween biopsy and elastography was 84%. One year after both
studies, 52 patients had a second control fibroscan (FS1) and
12 patients were controlled with a third fibroscan (FS2). The
result of the FS1 was just as the initial in all the patients. Of
the 12 patients with FS2: 7 had F0-F1 in control from the be-
ginning. The 5 rest initiated treatment in 2010 due to F> 2 by
fibroscan and biopsy. The fibroscan at 3 years remains
without significant changes. Of the 86 initial patients, 5 died:
all with fibroscan greater to 28 kPa. Conclusion. In spite of
being a small series, the follow up of liver fibrosis in patients
HCV +, it seemed to be feasible with elastography. As the
number of patients are increasing, we will be able to compare
our series with the studies published.

COMPLEMENTARY AND ALTERNATIVE MEDICINE
PREVALENCE AMONG GASTROENTEROLOGY
PATIENTS IN CHIAPAS

- ! JJ MELENDEZ-GONZALEZ2
"HOSPITAL GENERAL ZONA NUM. 2, IMSS, TUXTLA GUTIERREZ, CHIAPAS, MEXICO.
2PRIVATE PRACTICE.
Purpouse. To determine the prevalence, the variety most
used and reasons for using complementary and alternative
medicine (CAM) between service patients Gastroenterology.
Material and methods. Statistical Analysis, Univariate,
measures of central tendency and dispersion. A structured
survey was performed by 6 questions related to the use, con-
sumption, range and reasons for using MAC products, from
April 1st to 30th 2011 with patients over 15 years of both
sexes who came the outpatient gastroenterology morning
shift at the General Hospital of Zone 2 of the Instituto Mexi-
cano del Seguro Social in the city of Tuxtla Gutiérrez, Chia-
pas, Mexico. Parameters were considered age, sex, occupation
and origin. Consent was requested, informing the basis of the
survey protocol evaluated and approved by Local Research
Committee of the hospital, R2011-record 702-1. Results. Of
966 surveys 32.71% (n = 316) were male and 67.28% (n =
650) were female, 68.53% (n = 662) and 31.46% yes (n = 304)
negative with the consumption of MAC. With a prevalence in
our group of 4.2%. Among 662 different reasons were identi-
fied affirmative: digestive tract 32.55% (n = 252), not specified
15.11% (117),* obesity 6.5% (n = 51). Energy metabolism and
urinary motives 49 cases in each category and a 6.3% share
each, neurological 6.07% (n = 47), respiratory 4.5%, 3.2% nu-
tritional supplement (n = 25), gynecological 2.3% (n = 18),
cancer 2.19% (n = 17). Immune (n = 15) and haematological
(n = 15) 1.9% each, bones and joints 1.42% (n = 11), less than
1% dermal, cardiovascular, collagen diseases and ophthalmo-
logy. Digestion of the reasons include: gastritis (n = 72), ab-
dominal pain (n = 51), upset stomach (n = 25), colitis (n =
17), constipation (n = 17), intestine (n = 16) , diarrhea and
flatulence (n = 13) each, liver (n = 11), VB (n = 8), reflux (n
= 1), hemorrhoids (n = 3), heartburn (n = 1), vomiting (n =
1). The average age was 48.7 years, predominant age group
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between 51 and 60 and which corresponds to 21.73% (n =
210) individuals. In relation to the activity: 52.89% (n = 511)
housewives, 10% (n = 105) Professional, 9.2% (n = 89) em-
ployees, 7.86% (n = 76) pensioners, 3.9% (n = 38 ) students,
2.8% (n = 28) farmers, 2.3% (n = 23) Merchants and 1.9%
(n = 19) unemployed. Prevalence of CAM in our patients is
4.2%. Conclusions. In the group studied the observed preva-
lence is low, highlighting the female gender, use of herbal and
related to digestive disorders.

* The terms used in this area were not very specific, such as
soda, feel good, taste, rehydration, quality of life, decay, oxy-
genating, purifying and defenses.

EPIDEMIOLOGIC PROFILE
OF CHRONIC HEPATIC LIVER DISEASE
INPERUVIAN-JAPANESE MEDICAL CENTER,

LIMA-PERU
G._VALLADARES ALVAREZ,' J.WATANABE YAMAMOTO,' V. PARRA
PEREZ!

'POLICLINICO PERUANO-JAPONES, LIMA, PERU.

Purpose. The present work aims to identify the epidemiolo-
gic profile of patients with chronic liver diseases attending
outpatient consultations at our medical center. Material
and methods. A retrospective study was carried out re-
viewing clinics stories of 272 patients who regularly atten-
ded the outpatient office at the Peruvian-Japanese Medical
Center between years 2005 to 2011. Results. It was obtai-
ned the following results in relation to etiology: non alcoho-
lic fatty liver disease 32.7% (89 cases), C hepatitis 20.5% (56
cases), alcoholic liver disease 10.6% (29 cases), B hepatitis
9.5% (26 cases), drug induced liver disease 4.4% (12 cases),
primary biliary cirrhosis 2.5% (7 cases), cirrhosis plus dia-
betes 5.1% (14 cases) and idiopatic cirrhosis 8.4% (23 cases).
When patients with non alcoholic liver disease, cirrhosis
and diabetes as well as cirrhotic patients of unknown origin
but with evidence of metabolic syndrom were added the fi-
gure rose to 46.2%. The 45.3% of patients with non alcoho-
lic fatty liver disease were male with average age of 46.1
years old and body mass index of 31. Women were 54.6% in
this group with average age of 55.6 years old and body
mass index of 30.7. Conclusions. Non alcoholic fatty liver
disease aside with chronic liver disease with evidence of
metabolic syndrom were more frequent cause of consulta-
tions at our medical center, more common in female and in
obesity patients.

HEPATOTOXICITY BY AMOXICILLIN/CLAVULANIC
ACID. CASE REPORT
Y. BARBAGLIA,' F. JIMENEZ' J. ORDANO! M. CODONI,
J. DE SANTIS!
" JOSE MARIA CULLEN HOSPITAL,SANTA FE, ARGENTINA.

Case report. 44 years old women, was admitted with 6 days
of mucocutaneous jaundice development, acholia, nauseas,
pruritus, without pain abdomen, no visceromegaly, afebrile
and history of treatment during 20 days with amoxicillin/cla-
vulanic acid because of a respiratory infection that was over
10 days before the symptoms began. Laboratory: WC: 6400,
Hemoglobin: 12; Hematocrit: 36; Creatinine: 0,6; Alkaline
phosphatase: 336; Total bilirubim: 17 g/dL; Direct bilirubim:
11 g/dL; PT: 12; KPTT: 25; HBV, HCV, HAV, HIV, EBV: ne-
gatives. ANAs, ASMAs and AMA non reactive. Ultrasonogra-
phy abdominal, resonance cholangiopancreatography:
normals. The histopathology of the Percutaneous liver biop-
sy, associated to the clinical information, matches a cholesta-
tic hepatitis, which is most likely linked to the precedent
description. The patient favorably evolves. Information upda-
te: Among penicillin, amoxicillin/clavulanic acid is the most

frequent cause estimated on 10/100,000 prescriptions. It may
present itself in several ways, such as nausea, vomits, abdomi-
nal pain, fiver, pruritus and jaundice. There are differences
according to the age of the patient, where hepatocellular pre-
dominates in young people and, mixed/cholestatic in the elders
patients. The process of this pathology is idiosyncratic. The
diagnosis is done by exclusion and based mainly on clinical
suspicion. Healing is the norm; however it has been described
a 7% chance of adverse evolution, such as death, transplant
or persistency of liver damage. It has been identified a signifi-
cant association between haplotypes HLA type II with suscep-
tibility to hepatic toxicity, however, given its low frequency
and prevalence of these haplotypes in healthy controls (12%),
other factors must be considered.

ADAPTATION OF A POLYMERASE CHAIN REACTION
(PCR) ASSAY FOR DETECTION OF LACTOBACILLUS
RHAMNOSUS GG (LGG) IN GUT OF ZEBRAFISH
AFTER ALCOHOL EXPOSURE
ACR SCHNEIDER,"? ABMP MACHADO? DM HERMES,"? F DE PARIS?
TDC ESCOBAR,2 AL BARTH,2 TR DA SILVEIRA!2
"UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL, PORTO ALEGRE, RIO GRANDE DO
SUL, BRAZIL. 2HOSPITAL DE CLINICAS DE PORTO ALEGRE, PORTO ALEGRE, RIO
GRANDE DO SUL, BRAZIL.

Purpose. To adapt a PCR assay to detect colonization of LGG
in zebrafish after ethanol exposure. Material and methods.
Adult wild-type zebrafish (10/group): Control (C); Probiotic (P);
Probiotic + Ethanol (PE) - ethanol 0.5%. Fish were fed during
2 weeks with LGG supplemented feed (P and PE) and unsu-
pplemented (C). Colonies isolates from gut cultures in MRS
agar were picked up and resuspended. Bacterial suspension -1.0
McFarland standard - was prepared in 500 ul TE (10 mM Tris/
HCI, 1 mM EDTA, pH 8.0). Suspension was homogenized and
heated at 100 °C/10 min, frozen at -80 °C for 2 h. Nucleic acid
extraction was performed (QIAamp® Viral RNA Mini Kit). Spe-
cie-specific primers were utilized. PCR amplifications conditions:
final volume of 50 ul containing 5 uL. the DNA, 67 mM Tris-
HCl, 16 mM (NH4),S0,, 0.01% (w/w) Tween-20 (pH 8.8 at
25 °C), 1.5 mM MgCl,, 0.25 mM dNTP, 1 pmol of each primer
and 2.5 U of enzyme Super-Term. Cycling: 94 °C for 5 min fo-
llowed by a touch-down thermocycling program (annealing for
30 s at 62 °C in cycles 1 to 10, at 60 °C in cycles 11 to 20, and at
58 °C in cycles 21 to 30, with extension for 1 min at 72 °C and
denaturation for 40 s at 94°C), final extension for 5 min at
72 °C. PCR products were run on a 2% agarose gel in 0.5%
Tris-borate-EDTA buffer. Results. Colonies isolates were con-
firmed by PCR as LGG strain. Conclusion. PCR assay was
adequately established. Ethanol exposure does not affect the

LGG colonization in zebrafish gut.

INFLUENCE OF THE ACCESS TO OWN EGGS IN
SERUM LIPID PROFILE IN ZEBRAFISH (DANIO
RERIO)

GL PEDROSO,2 TO HAMMES,2 TDC ESCOBAR,2 LB FRACASSO,'?
LF FORGIARINI"> ACR SCHNEIDER,"?> TR DA SILVEIRA'2
'HOSPITAL DE CLINICAS DE PORTO ALEGRE, RS, BRASIL. 2UNIVERSIDADE FEDERAL
DO RIO GRANDE DO SUL, UFRGS. PORTO ALEGRE, RS, BRASIL.
Purpose. To evaluate the influence of accessing eggs on cho-
lesterol and triglycerides serum levels of zebrafish. Material
and methods. Adult zebrafish, wild type, of both genders
were divided into two groups: group 1 free access to their own
eggs and group 2 no access (the bottom of the aquarium was
filled with glass balls to prevent them to access their eggs for
two weeks). Both groups were kept fasting for 24 h before the
blood collection. In order to collect the blood samples, animals
were anesthetized and an incision was made in the tail to
allow access to the dorsal vein. The collected blood was centri-
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fuged and serum was obtained for analysis. Triglycerides and
cholesterol serum levels were analyzed with colorimetric tests.
The n used was 4 for each group. Pools with serum of 10 ani-
mals were used to biochemical analysis. Results. The results
are expressed in mean * standard error. There was a signifi-
cant difference on triglycerides levels (group 1 = 457 + 43 mg/
dL and group 2 = 292 * 111 mg/dL; P < 0,03). However, the-
re was no significant difference on cholesterol serum levels
(total cholesterol: group 1 = 362 * 73 mg/dL and group 2 =
357 = 23 mg/dL; HDL - cholesterol: group 1 = 91,22 + 1,79
group 2 = 72,14 + 2,89; LDL - cholesterol: group 1 = 55,68 +
10,88 group 2 = 44,18 + 9,84). Conclusion: The access to
own eggs seems to influence the zebrafish triglycerides serum
levels without modifying cholesterol serum.

ETHANOL EFFECTS ON TRIGLYCERIDES AND
CHOLESTEROL SERUM LEVELS OF ZEBRAFISH
gDANIO RERIO)

ACR SCHNEIDER,"* LB FRACASSO,"* RANIELI GUIZZO?

TR DA SILVEIRA!2
'UNIVERSIDADE FEDERAL DO RIO GRANDE DO SUL, PORTO ALEGRE, BRAZIL.
2HOSPITAL DE CLINICAS DE PORTO ALEGRE, PORTO ALEGRE, BRAZIL.
Purpose. To evaluate the effect of ethanol on triglycerides
and cholesterol of zebrafish serum. Materials and methods.
Adult, wild type zebrafish (n = 180) were divided into 2
groups: Control (C; n = 90) and Ethanol (E; n = 90), exposed
to 0.5% ethanol added to the water. Fish received commercial
flake food (Tetramin Pro Care) twice a day. Blood samples
were collected after 2 and 4 weeks: 45 fish of each group were
euthanized by hypothermic shock. Incision was made in the
tail to access to the dorsal vein. Blood samples (pool from 10
fish) were centrifuged and serum was obtained for analysis by
colorimetric tests (Labtest). The n used was 4 for each group.
Statistics: One-way analysis of variance (ANOVA) with Bon-
ferroni test was performed to compare any significant diffe-
rences (p < 0.05) between groups. Experimental data is
presented as the mean + standard deviations (SD). Results.
Two weeks: Triglycerides (C) = 739.20 = 44.03; (E) = 524.40
+ 36.86; Cholesterol (C) = 470.65 = 44.17; (E) = 458.92 =+
39.07. Four weeks: Triglycerides (C) = 673.17 + 44.17; (E) =
309.77 = 39.41; Cholesterol (C) = 434.32 = 49.62; (E) =
309.77 + 39.41. There was a significant difference between C
and E groups related to time of ethanol exposure and choles-
terol (p < 0.001) and triglycerides levels (p < 0.001). Conclu-
sion. Triglycerides and cholesterol levels of Zebrafish were

affected by ethanol exposure.

INFLUENCE OF ABCC2HAPLOTYPES ON
INDIOSYNCRATIC DRUG-INDUCED LIVER INJURY
(DILI) SUSCEPTIBILITY
E. ULZURRUN,' J.A. AGUNDEZ2® C. STEPHENS,' C. MARTINEZ2® E.
GARCIA-MARTIN35 1. MORENO,' . MEDINA-CALIZ! A. CASTIELLA¢
AF. GONZALEZ' M.. LUCENA,' R.). ANDRADE'

TUNIDAD DE HEPATOLOGIA Y SERVICIO DE FARMACOLOGIA CLINICA, INSTITUTO DE
INVESTIGACION BIOMEDICA DE MALAGA-IBIMA. HOSPITAL UNIVERSITARIO VIRGEN
DE LA VICTORIA. FACULTAD DE MEDICINA. UNIVERSIDAD DE MALAGA. MA,LAGA.
CENTRO DE INVESTIGACION BIOMEDICA EN RED DE ENFERMEDADES HEPATICAS Y
DIGESTIVAS (CIBEREHD). ESPANA.? DEPARTAMENTO DE FARMACOLOGIA,
UNIVERSIDAD DE EXTREMADURA, BADAJOZ. ESPANA. °DEPARTAMENTO DE
BIOQUIMICA Y BIOLOGIA MOLECULAR Y GENETICA, UNIVERSIDAD DE EXTREMADURA,
BADAJOZ. ESFANA. 4HOSPITAL MENDARO, GUIPUZCOA. ESPANA. 5QENTHO DE
INVESTIGACION BIOMEDICA EN RED: REACCIONES ADVERSAS A ALERGENOS Y
FARMACOS (RIRAAF). ESPARA.

Aims. Multidrug resistance protein 2 (MRP2, ABCC2) plays
an important role in the biliary clearance of a wide variety of
endogenous and organic anion from exogenous compounds.
Therefore, polymorphisms in the ABCC2 gene may affect in-
dividual susceptibility to hepatotoxic reactions, as demonstra-

ted by Choi, et al (2007) in a Korean population. We aimed to
analyze the influence of four ABCC2 polymorphisms on the
risk of developing hepatotoxicity and the phenotypic expres-
sion. Material and methods. Genotyping of the ABCC2 po-
lymorphisms -1548G>A, -24C>T, 1249G>A and 4588G>A
was performed in 94 Spanish DILI patients and 162 Spanish
bone-marrow donors, serving as the control group, using the
TagMan 5° allelic discrimination assay. Haplotype assembly
and genetic associations were performed using the Haploview
4.2 program and Chi Squared test, respectively. Results. In-
dividual allelic variations were analyzed, but no differences
were found between DILI patients and controls. Hardy-Wein-
berg equilibrium was observed for all the polymorphisms.
DILI patients showed a strong linkage disequilibrium (LD) bet-
ween loci -1549G>A and 1249G>A (D’ = 0.97), -1549G>A
and -24C>T (D’ = 0.90) and -1549G>A and 4581G>A (D’ =
0.83). The haplotype frequencies at loci -1549/-24/1249/4581
were: GCGG (27.8%), ATGG (26%), ACGG (19.2%), GCAG
(18%), ACGA (6.7%) and GTGG (1.4%). Only the GTGG ha-
plotype showed a statistical significant difference in frequency
between patients and controls (P = 0.028). However, as the
frequency was below 5% it is not considered viable. In addi-
tion, the significance remained for cholestatic/mixed type of
DILI when compared to controls (P = 0.042). The GTGG ha-
plotype was not different when comparing hepatocellular DILI
patients with the control group. Conclusions. These data do
not support evidence for the ABCC2 polymorphisms
-1548G>A, -24C>T, 1249G>A and 4588G>A as potential
risk factors for DILI.

THE INFLUENCE OF AROMATIC SUBSTITUENTS
IN THE CAUSATIVE DRUG ON THE GLUTATHIONE
S-TRANSFERASE M1 AND T1 DETOXIFYING
PROCESS AND HEPATOTOXICITY (DILI)

E. ULZURRUN,' J.A. AGUNDEZ?® C. STEPHENS,' C. MARTINEZ?®
E. GARCIA-MARTIN35 I. MORENO,' |. MEDINA-CALIZ,' A. CASTIELLA,*
AF. GONZALEZ' M.. LUCENA,' R.J._ ANDRADE'

TUNIDAD DE HEPATOLOGIA Y SERVICIO DE FARMACOLOGIA CLINICA, INSTITUTO DE
INVESTIGACION BIOMEDICA DE MALAGA-IBIMA. HOSPITAL UNIVERSITARIO VIRGEN
DE LA VICTORIA. FACULTAD DE MEDICINA. UNIVERSIDAD DE MALAGA. MA,LAGA.
CENTRO DE INVESTIGACION BIOMEDICA EN RED DE ENFERMEDADES HEPATICAS Y
DIGESTIVAS (CIBEREHD). ESPANA. 2DEPARTAMENTO DE FAHMACOLOG/A
UNIVERSIDAD DE EXTREMADURA, BADAJOZ.3 DEPARTAMENTO DE BIOQUIMICA Y
BIOLOGIA MOLECULAR Y GENETICA, UNIVERSIDAD DE EXTREMADURA, BADAJOZ.
ESPAIYIA. “HOSPITAL MENDARO, GUIPUZCOA. ESPANA, SCENTRO DE INVES TIGACION
BIOMEDICA EN RED: REACCIONES ADVERSAS A ALERGENOS Y FARMACOS (RIRAAF).
ESPANA.

Aims. Glutathione S-transferase (GST) is a main family of
phase II enzymes, with a key role in the detoxifying process of
drugs and xenobiotics. Our group has identified that the com-
bined null genotype GSTM1I1 and T1 plays a role in the gene-
ral mechanism of DILI susceptibility (Hepatology, 2008),
potantially due to the presence of aromatics ring in the causa-
tive drug molecule. Lyttle, et al. (J Med Chem, 1994) have
shown that the chemical nature of atoms or molecules repla-
cing hydrogen atoms in the aromatic ring might interfere in
the ability of GST to conjugate the substrates. We aimed to
analyze whether DILI patients with the combined GSTT1/
GSTM]1 null genotype have a higher risk of hepatotoxicity
when exposed to drugs with aromatic rings in their chemical
structure, and the influence of the chemical nature of aroma-
tic substituents on the detoxifying process. Material and
methods. One hundred fifty four diagnosed DILI patients
and 250 healthy controls were analyzed. Genotyping of
GSTM1 and GSTTI1 was performed using a multiplex PCR
assay. The substituents were classified as ‘activating’ if the
ring reactivity was increased or as ‘deactivating’ in cases of
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decreased ring reactivity. Results: The GST M1/T1 null geno-
type was significantly associated with DILI in patients exposed
to drugs with aromatic rings when compared to the controls
(Pc = 0.004; OR = 3.0). The presence of activating substi-
tuents solely in the aromatic ring enhanced the risk of DILI
3.1 times (n = 54; Pc = 0.019). Only two patients developed
DILI due to drugs with just deactivating substituents in the
ring. The genotype distribution did not show any statistically
significant differences when electron donor and withdrawing
substituents were present simultaneously in the molecule (n =
18; Pc = 1.000). Conclusions. Patients homozygous for the
GSTM1/T1 null genotype have an increased risk of developing
DILI when exposed to drugs containing aromatic rings in their
chemical structures, particularly if the aromatic ring only
contains electron donor substituents.

HEPATIC FASCIOLIASIS COMPLICATED BY

HEPATIC VENOUS THROMBOSIS
2 M.S. TOVAR HUAMANI! L. M. VALDEZ

FERNANDEZ-BACA,"® J.L. HUERTA-MERCADO TENORIO,"?® L. POGGI
MACHUCA,'# C. REMY PAREDES,' Y. SCAVINO LEVY,! F.A. CAMACHO
ZAC{ARIAS,1 M VILLANUEVA PFLUC,KEFK,1 0. IBARRA CHIRINOS'
"CLINICA ANGLO AMERICANA, LIMA, PERU.2 HOSPITAL NACIONAL CAYETANO
HEREDIA, LIMA-PERU, 3FACULTAD DE MEDICINA ALBERTO HURTADO, UNIVERSIDAD
PERUANA CAYETANO HEREDIA, LIMA-PERU, “FACULTAD DE MEDICINA SAN
FERNANDO, UNIVERSIDAD NACIONAL MAYOR DE SAN MARCOS. LIMA-PERU.
Purpose. To describe a case of hepatic fascioliasis complica-
ted by hepatic venous thrombosis. Results. A 45 years old
man from Perd, complaining of an intermittent dull epigastric
abdominal pain radiated to the back, of 45 day’s duration.
Prior to the admission had a diagnostic of gallstones and mild
chronic superficial gastritis. He was scheduled for a cholecis-
tectomy, and the day of the surgery presented a cholestatic
jaundice, coluria without other symptoms. During surgery,
they found: a raised white lesion in liver segment III with a
serpentine path, gallbladder with adhesions, edematous wall,
containing thick dark bile and multiple small stones and a
wide cystic duct. Intraoperative cholangiography was normal.
Histopathologic examination revealed eosinophilic cholecysti-
tis and necrotizing granulomatous hepatitis with predomi-
nantly eosinophilic inflammatory infiltrate. Laboratories
showed eosinophilia (absolute count 1587.6 mm3). An abdo-
minal CT scan performed two days after surgery revealed
impaired perfusion of the right posterior segments with a
hypodense linear image at the level of segment VI in the liver.
Due to spiking fevers (38°C), an abdominal CTscan performed
seven days post-surgery, showed areas of no-contrast enhan-
cement at liver segments V, VI, VII, VIII and the right branch
of the portal vein, compatible with thrombosis and a hypoden-
se inflammatory area in segment VI. Anticoagulation therapy
was initiated. With the positive test for Fasciola (FAS2-ELI-
SA), a history of watercress consumption was obtained and
started treatment with triclabendazole (10mg/kg/daily for 2
days). The patient condition improved. Conclusion: Acute he-
patic thrombosis can be a complication of hepatic fascioliasis.

MULTIPLE HEPATOTOXICITY
EPISODES ARE FREQUENTLY ASSOCIATED
WITH AUTOIMMUNE PRESENTATION
l. MEDINA-CALIZ;' C. STEPHENS,' N. HERNANDEZ? F. BESSONE,®
M. ARRESE,* AF. GONZALEZ' A. SANCHEZ2 M. DI PACE? MI.
LUCENA,! RJ. ANDRADE!

'UNIDAD DE HEPATOLOGIA Y SERVICIO DE FARMACOLOGIA CLINICA, INSTITUTO DE
INVESTIGACION BIOMEDICA DE MALAGA-IBIMA. HOSPITAL UNIVERSITARIO VIRGEN
DE LA VICTORIA. FACULTAD DE MEDICINA. UNIVERSIDAD DE MALAGA, MALAGA.
CENTRO DE INVESTIGACION BIOMEDICA EN RED DE ENFERMEDADES HEPATICAS Y
DIGESTIVAS (CIBEREHD). ESPANA. 2CLINICA DE GASTROENTEROLOGIA, HOSPITAL DE
CLINICAS, FACULTAD DE MEDICINA, MONTEVIDEO, URUGUAY. *SERVICIO DE

GASTROENTEROLOGIA Y HEPATOLOGIA, HOSPITAL PROVINCIAL DEL CENTENARIO,
FACULTAD DE MEDICINA, UNIVERSIDAD NACIONAL DE ROSARIO, ROSARIO,
ARGENTINA “DEPARTAMENTO DE GAS TROENTEHOLOG/A FACULTAD DE MEDICINA,
PONTIFICIA UNIVERSIDAD CATOLICA DE CHILE, SANTIAGO, CHILE.

Objectives. Drug-induced liver injury (DILI) is a complex
condition with various clinical and pathological presentations.
We have recently demonstrated that a second DILI episode in-
duced by a different drug with regard to the first episode in-
creases the probability of an autoimmune DILI diagnosis
(Lucena, et al., 2011). In this study we aimed to analyze the
frequency of autoimmune presentations, type of liver injury
and drugs involved in a cohort of Spanish and Latin Ameri-
can patients, who have suffered two DILI episodes caused by
the same or different drugs. Material and methods. The ca-
ses included in the study were retrieved from those submitted
to the Spanish and Latin American DILI Registry as having
experienced reexposure to the same drug or multiple DILI epi-
sodes due to different causal agents (n = 46). The cohort was
analyzed for demographic, clinical and biochemical data as
well as for causative pharmacological groups. Results. Of the
811 cases in the DILI registry 679 contained autoimmunity
data, of which only 17% displayed positive autoantibody titres.
However, 41% of the 46 patients with multiple DILI episodes
due the same or different causal agents were found to be au-
toimmune positive in the second episode. In the 31 patients
with reexposition to the causal agent 29% (9 cases) presented
autoantibodies, 67% anti-nuclear antibodies (ANA) and 33%
anti-smooth muscle antibodies (ASMA). In comparison, in 15
patients with two DILI episodes due to different causal agents
67% (10 patients) were found to have positive autoantibodies,
mainly ANA, in the second episode. Hepatocellular damage
was the most prevalent type of injury in both groups and re-
mained in both episodes. The pharmaceutical groups associa-
ted with positive autoantibodies were mainly cardiovascular
system drugs (especially statins) and antibiotics. Conclusions.
The probability of presenting positive antibody titres increases
in second DILI episodes, independent of the causal agent being
the same or different to that in the first episode. Statins is the
pharmacological group associated with the highest risk of de-
veloping positive autoantibodies during a second DILI episode.
These drugs may produce a breakdown of immune tolerance
that is able to trigger liver autoreactivity.

CONCORDANCE BETWEEN HEPATIC TRANSIENT
ELASTOGRAPHY BY FIBROSCAN® AND
FIBROMETER® TO THE STAGE OF LIVER FIBROSIS
PR ABRAO FERREIRA,' H BONILHA,2 S TENORE,' R CORTES?

RS DIAZ,»® C VILHENA,® MC MENDES-CORREA*

'DIVISION OF INFECTIOUS DISEASE - FEDERAL UNIVERSITY OF SAO PAULO.
2INSTITUTE OF VACCINATION AND INFECTIOUS DISEASE OF PIRACICABA. 3SCENTRO
DE GENOMAS LABORATORY. “DEPARTMENT OF INFECTIOUS DISEASE SCHOOL OF
MEDICINE UNIVERSITY OF SAO PAULO.

Objective. The association of hepatic transient elastography
by FIBROSCAN® (FS) and non invasive biomarkers of liver
fibrosis, as FIBROMETER® (FM), has demonstrated usefull
to increase the acuracy of these methods, when comparated to
liver biopsy. This is particularlly true whe are evaluated inter-
mediate stages of fibrosis (clinically significant fibrosis or F2).
As demonstrated in French studies, the concordance between
these two types of non invasive methods can exclude the need
of liver biopsy to stage fibrosis in patients with chronic hepati-
tis C. The objective of this study is to evaluate the percentual
of concordance between FIBROSCAN® and FIBROMETER®
and possible factors related to theire discordance. Material
and methods. Was defined as reliable exam by the FS, follo-
wing the manufacturer instructions, at least 10 valid mesure-
ments (as data from the equipment), 60% of valid



Abstract section. XXII Meeting of the Latin American Association for The Study of the Liver. Annats of Hepatology, 2012; 11 (5): 751-805

785
°

mesurements, interquartil range (IQR) less than 30% of valid
mesurements mediana. The exams considered reliable were re-
classified as much reliable (IQR < 10%), reliable (IQR 11-
20%) and less reliable (IQR 21-30%). The invalid exam was
determined by the softwear of the equipment. All patients
were, initially submited to the exam with M probe. If this was
not reliable or invalid, the patients were reexamined with XL
probe. Results. 51 patients submited to FS and FM, in the
same day, from february 2011 to march 2012 were included in
the analysis, 27 (50,8%) males, with mean age of 51,7 years
(28,0-80,0), diagnosis of hepatitis C in 46 (90,2%), hepatic
steatosis 3 (5,9%), hepatitis B 2 (3,9%). 42 (82,4%) patients
were submited to the exam to follow up of previous biopsy and
9 (17,6%) to initial diagnosis. The mean body mass index
(BMI) was 25,8 kg/m? (18,9-41,3). The XL probe use was ne-
cessary in 6 cases (11,8%) and the mean exam duration was
3,0 min (2-10). No patient had invalid or non reliable exam by
FS. When reclassified the reliable exams the distribuition was:
much realiable 20 (39,2%), realiable 25 (49,0%) and les realia-
ble 6 (11,8%). The stages of fibrosis by FS were: FO 11
(21,6%), F0-1 14 (27,5%), F1-2 10 (19,6%), F2 2 (3,9%), F3 4
(7,8%), F3-4 2 (3,9%), F4 8 (15,7%). To FM were: FO0-1 8
(15,7%), F1-2 23 (45,1%), F2 6 (11,8%), F3 12 (23,5%), F3-4 1
(2,0%) F4 1 (2,0%). The concordance between FS and FM was
oserved in 37 (72,5%) patients. We compare between concor-
dants and non concordants: age, gender, diagnostic, exam in-
dication, BMI, torax circunference, abdome circunference,
wrist circunference, exam duration, type of probe, grade of
realibility, fibrosis stage. Only the grade of realiability shown
a tendence of statistical significance, related to concordance
between FM and FS (much reliable = 90% of concordance,
realiable = 60% of concordance, less realiable = 66% of con-
cordance; P = 0,077). A FS result much realiable had high
concordance with FM result. Among 13 cases of discordance,
in 9 (69,2%) the FM result was one stage less than the FS. In
two cases we observed discordance in more than two stages os
fibrosis. In 11 (84,6%) patients the discordance was next to
stage F2. Conclusion: We observed concordance between FM
and FS in 72,5% of cases. The concordance was higher when
the FS result was much reliable. Most discordance ocurred in
intermediate stage of fibrosis.

REALIABILITY AND VALIDITY OF HEPATIC
TRANSIENT ELASTOGRAPHY BY FIBROSCAN®
USING PROBES M AND XL IN BRAZIL
PR ABRAO FERREIRA,' H BONILHA,2 S TENORE,! R CORTES?

RS DIAZ'® C VILHENA,> MC MENDES-CORREA*

'DIVISION OF INFECTIOUS DISEASE-FEDERAL UNIVERSITY OF SAO PAULO.
2INSTITUTE OF VACCINATION AND INFECTIOUS DISEASE OF PIRACICABA. SCENTRO
DE GENOMAS LABORATORY; “DEPARTMENT OF INFECTIOUS DISEASE SCHOOL OF
MEDICINE UNIVERSITY OF SAO PAULO.

Objective. Hepatic transient elastography (F'S) is a non inva-
sive method to evaluate the stage of liver fibrosis. This technic
had extense validation to chronic hepatitis C and had as gold-
standard the liver biopsy. F'S was, initially, discribed with M
probe, but a significant number os tests were not valid or not
realiable with this device. It was frequent in patients with hig-
her body mass index (BMI). Recently, the XL probe showed a
higher chance to obtein a realiable test and less chance to in-
valid tests. The objective of this study was evalaute realibility
and validity of FS with M and XL probes. Material and me-
thods. Was defined as reliable exam by the FS, following the
manufacturer instructions, at least 10 valid mesurements (as
data from the equipment), 60% of valid mesurements, inter-
quartil range (IQR) less than 30% of valid mesurements me-
diana. The exams considered reliable were reclassified as
much reliable (IQR < 10%), reliable (IQR 11-20%) and less re-

liable (IQR 21-30%). The invalid exam was determined by the
softwear of the equipment. All patients were, initially submi-
ted to the exam with M probe. If this was not reliable or inva-
lid, the patients were reexamined with XL probe. Results. 175
patients submited to FS from February 2011 to March 2012
were included in the analisis, 89 (50,8%) males, with mean age
of 55,0 years (28,0-83,0), diagnosis of hepatitis C in 154
(88,0%), hepatic steatosis 11 (6,3%), hepatitis B 7 (4,0%), alco-
hol 2 (2,1%), hemochromatosis 1 (0,6%). 152 (86,9%) patients
were submited to the exam to follow up of previous biopsy and
23 (13,1%) to initial diagnosis. The mean body mass index
(BMI) was 23,8 kg/m? (17,5-43,3). The XL probe use was ne-
cessary in 22 cases (14,7%) and the mean exam duration was
3,0 min (2-10). Only in two cases (BMI of 37,0 and 38,9) the
exam was invalid (1,1%) and in only 1 (BMI of 30,0), not rea-
lible (0,6%). When reclassified the reliable exams the distribui-
tion was: much reliable 39 (22,7%), reliable 98 (57,0%), and les
realiable 35 (20,3%). The stages of fibrosis by FS were: F0 37
(21,5%), F1 33 (19,2%), F2 34 (19,8%), F3 24 (13,7%), F4 44
(25,6%). We grouped patients with results much realiable and
realiable 137 (79,7%) to compare variables with the group of
patients with less realiable tests 35 (20,3%). We compare bet-
ween concordants and non concordants: age, gender, diagnos-
tic, exam indication, BMI, torax circunference, abdome
circunference, wrist circunference, exam duration, type of pro-
be, grade of realibility, fibrosis stage. Only the duration of
exam less then 3 min had sattistical significance related to
better realiabilidity of the exam (P = 0,029). Conclusion. FS
had a low frequency of invalid or unrealiable exams, when
using the M and XL probes sequentialy. Only the exam dura-
tion less then 3 minutes was correlated with more realiability,
probably explained by the easier technical factors are generate
faster exams.

VIGILANCIA DE LOS HIJOS DE MADRES POSITIVAS
AL ANTIGENO DE SUPERFICIE DE HEPATITIS B
(HBSAG), CUBA, 2000-2011
M. BELLO CORREDOR,' L. RODRIGUEZ LAY,

M.C. MONTALVO VILLALBA,' S. SARIEGO FROMETA,!

M. SANCHEZ WONG,' P. PEDROSO FLAQUET,' M. DIAZ GONZALEZ
A. GUTIERREZ MORENO,' B. MARRERO SANCHEZ,

G. DELGADO GONZALEZ2 MAIRA FONTES REYES?
TINSTITUTO DE MEDICINA TROPICAL “P. KOUH/” (IPK), LA HABANA, CUBA.
2VICE-MINISTERIO DE HIGIENE Y EPIDEMIOLOGIA, MINISTERIO DE SALUD PUBLICA, LA
HABANA, CUBA.

Objetivo. El riesgo de infeccién perinatal entre nifios de ma-
dres positivas al antigeno de superficie de hepatitis B (HBsAg)
es elevado. Estas infecciones pudieran prevenirse si las emba-
razadas positivas son detectadas precozmente y sus hijos son
vacunados al nacer. La vacunacién contra la hepatitis B (HB)
y la administracién de inmunoglobulina humana anti-HB se
consideran medidas preventivas para estos nifios. Este estudio
es parte del Programa de Vigilancia que desde hace 20 anos se
realiza en Cuba para el control perinatal de la HB en hijos de
madres HBsAg(+) y sus objetivos son: investigar los marcado-
res HBsAg y los anticuerpos contra el HBsAg (anti-HBs) en
los hijos de siete y 18 meses de edad, determinar los Titulos
Promedios Geométricos (TPG) de los anti-HBs, la seroprotec-
cion alcanzada, la calidad de la respuesta y conocer el Indice
de Eficacia de la vacuna cubana Heberbiovac-HB®, en ambos
grupos de nifos. Material y métodos. Desde Septiembre
2000 hasta Diciembre 2011 se investigaron 488 muestras de
sueros de hijos madres HBsAg(+) de siete y 18 meses de edad
de todo el pais recibidas en el Laboratorio Nacional de Refe-
rencia de Hepatitis viral, IPK. Ademés se estudiaron 174 sue-
ros de hijos de madres HBsAg (+) a los siete y 18 meses que
se les administr6 inmunoglobulina humana anti-HB cubana



786
°

Abstract section. XXII Meeting of the Latin American Association for The Study of the Liver. Annls of Hepatology, 2012; 11 (5): 751-805

(Ganmahep B) y vacuna cubana Heberbiovac-HB®, antes de
las 12 horas de nacidos. Todos los ninos fueron evaluados con
los marcadores HBsAg y anti-HBs. Resultados. En los nifios
de siete meses se obtuvo 6.50% de positividad a HBsAg, los
TPG de anti-HBs fueron 345.8 UI/L y la eficacia de la vacuna
oscilé entre 90% y 93.3%. El 3.03% fue HBsAg(+) a los 18 me-
ses, el TPG de anti-HBs fue 390.7 UI/L y la eficacia de la va-
cuna oscilé entre 95% y 96.7%, predominaron los hijos
normo-respondedores en ambos grupos. En el grupo de ninos
que se le administré6 gammaglobulina y vacuna se encontré
que a los siete meses 1.1% fue HBsAg(+), la seroprotecciéon
fue de 89.5%. El 3.4% fue HBsAg(+) a los 18 meses, con 97.6%
de seroprotecciéon. Predominé la normo-respuesta en los dos
tiempos. Los TPG fueron 168.66 UI/L y 175.62 UI/L respecti-
vamente. Conclusiones. La estrategia seguida en este grupo
de lactantes de riesgo es satisfactoria para disminuir la trans-
misién perinatal.

ECHINOCOCCUS VOGELI,
CAUSA POCO FRECUENTE DE
EQUINOCOCCOSIS HEPATICA EN LA ARGENTINA.
REPORTE DE UN CASO CONFIRMADO

POR BIOLOGIA MOLECULAR
B. FRIDER,' J. ALVAREZ RODRIGUEZ' M.F. AMANTE,'
ML. PESTALARDO, S. BRESSON HADNI2 L. MILLON;2 F. GRENOUILLET2
THOSPITAL C. ARGERICH. GOBIERNO DE LA CIUDAD DE BUENOS AIRES. ASOCIADO A
LA UNIVERSIDAD DE BUENOS AIRES, ARGENTINA. > CENTRO COLABORADOR DE OMS
PARA LA PREVENCION Y TRATAMIENTO DE LA HIDATIDOSIS HUMANA Y EL
DEPARTAMENTO DE PARASITOLOGIA DEL HOSPITAL UNIVERSITARIO DE BESANCON,
FRANCIA. CHRONO-ENVIRONNEMENT UMR EQUIPO DE INVESTIGACION DE LA
UNIVERSIDAD DE FRANCHE COMTE, BESANGON, FRANCIA.

Introduccion. El Echinococcus vogeli causa equinococosis
poliquistica (PE) en seres humanos en América Central y del
Sur. El echinoccus granulosus (EG) es el principal responsa-
ble de la equinococosis quistica (CE) en América del Sur. En
los paises endémicos para CE, el PE se diagnosticaria erré-
neamente como una presentacion atipica de la CE o una equi-
nococosis alveolar (EA). Se describe un caso de PE en un
paciente procedente de Paraguay, hospitalizado en la Argenti-
na, con diagnéstico inicial de CE atipica o una EA. Las técni-
cas moleculares aportaron pruebas para un PE. Caso
clinico. Un inmigrante de 37 anos de edad, de Paraguay, fue
hospitalizado en nuestro hospital por obstruccién biliar alta
por un tumor hepatico central (segmentos IV y VIII). Fue tra-
tado con un drenaje biliar percutaneo izquierdo con absceda-
cién secundaria de la lesion, al drenarse se biopsié. La biopsia
revel6 la presencia de escélex (pero con ganchos de pequeno
tamano) y la serologia para CE serologia, DD5, ELISA, Wes-
tern Blot, fue positiva. La presencia de capas parasitarias del
quiste y la serologia positiva hicieron presumir una AE o un
CE atipico. El tratamiento con albendazol (800 mg/dia) fue
instituido. Debido a la persistente supuracion se efectué una
segmentectomia atipica de segmentos IV y VIII, a los siete me-
ses de su internacion. La presencia de una fistula biliar y las
vias biliares derechas aisladas del colédoco llevé a efectuar una
hepatectomia derecha. El paciente falleci6 dos anos mas tarde
con una neumonia con anti-VIH+. Se extrajo el ADN a partir
la inclusi6n en parafina de la biopsia. La amplificacién y la se-
cuenciacion de un fragmento de 155 pb del citocromo oxidasa
mitocondrial b, llev6 a identificaciéon de E. Vogeli, con diag-
néstico de EP. Discusion. Este es el segundo caso de diagnés-
tico efectuado por técnicas de biologia molecular, y el primer
caso probado descrito en la Argentina y Paraguay. Este caso
pone de manifiesto la posible confusiéon entre la CE atipica,
EA, EG, PE y tumores en areas de alta endemicidad del EG.
La PE tiene que ser sospechada en un paciente procedente de

la zona endémica para E. Vogeli, que presenta varias capas en
la pared del quiste, escélex, serologia altamente positiva para
EC, con ganchos de menor tamano. La biologia molecular
permite su diagnéstico diferencial.

ENTIDADES CLINICAS
ASOCIADAS A
DUCTOPENIA-PERIODO
2007 AL 2011-LIMA-PERU
C. ASATO HIGA,' J. SUMIRE UMERES,' C. GARCIA DELGADO,'
M. PADILLA MACHACA!

'LABORATORIO DE ANATOMIA PATOLOGICA “PATOLOGAS AS” - LIMA-PERU.
Objetivo. Conocer las entidades clinicas asociadas a ductope-
nia, definida como la ausencia del conducto biliar principal en
50% o més de los espacios portas, de una biopsia hepéatica ade-
cuada. Material y métodos. Se estudiaron 102 biopsias
(aguja y escisién en cuna) las biopsias se fijaron con formol a
10%, procesadas y coloreadas con H-E, PAS, tricrémica de
Masson, Perls y CK7. Se consideraron biopsias adecuadas
aquéllas con mas de once espacios portas. Se evaluaron las
secciones por microscopia 6ptica en forma simultanea por dos
pat6logos. Resultados. En 20.5% de las biopsias la ductope-
nia se asoci6 a esteatohepatitis, 19% a cirrosis biliar primaria,
en 16% de las biopsias con ductopenia no se pudo determinar
la etiologia, 15.6% se asoci6 a hepatitis autoinmune sobreposi-
cién con cirrosis biliar primaria, mientras que 12.7% se asoci6
a virus de hepatitis C. Conclusién. La ductopenia puede aso-
ciarse a una serie de entidades clinicas, entre ellas a esteatohe-
patitis, cirrosis biliar primaria, virus de hepatitis C y
enfermedades autoinmunes.

EVALUACION INTENCIONAL
DEL NIVEL DE TRANSAMINASAS
EN UNA POBLACION DE LIMA CON

RIESGO DE HEPATOPATIA
M. DAVALOS,' J. TARRILLO,2 D. HUAYANAY2 R. ROMAN,'

~C. BUSTIOS," J. DIAZ' E. ZUMAETA!

" UNIDAD DE HIGADO, DEPARTAMENTO DEL APARATO DIGESTIVO, HNERM, ESSALUD.
PERU.? UVE-ASOCIACION PERUANA PARA EL ESTUDIO DEL HIGADO. PERU.
SDEPARTAMENTO DE PATOLOGIA CLINICA, HNERM, ESSALUD. PERU.
Introduccién. La elevaciéon de los niveles de transaminasas
indican inflamacién hepatica y en el Pera no existen datos de
lo que ocurre en la poblaciéon general. El presente estudio tiene
por finalidad determinar con qué frecuencia se encuentra ele-
vacion de transaminasas en una muestra intencionada de la
poblacién y si ello tiene relacién con algtn factor epidemiold-
gico. Material y métodos. Se aplicé una encuesta epidemio-
légica a quienes voluntariamente aceptaron participar entre
los asistentes a una campana de prevencién en hepatitis, rea-
lizada el 19 de mayo 2009 en el HNERM-EsSalud. Esto permi-
ti6 identificar al menos un factor de riesgo para hepatopatia,
y en estos casos se analizaron los niveles de transaminasas.
Se realizé un anélisis estadistico descriptivo y la prueba de x2.
Resultados. Se encuestaron a 281 personas, de ellas 231 tu-
vieron al menos un factor de riesgo para hepatopatia: antece-
dente de hemotransfusién, antecedente de hepatitis, contacto
con persona con hepatitis, tatuaje, piercing, consumo de alco-
hol y ser portador de diabetes o dislipidemia. Se consideraron
validas a 225. La edad media fue de 53.7 + 15.55 anos, TGO
29.12 + 16.09 UI/mL, TGP 31.72 = 24.94 Ul/mL, IMC 26.52
+ 4.08. El 15.6% reporté tener hipertensién arterial, 13.3%
padecié hepatitis, 19.1% recibi6 hemotransfusién; contacto
con persona con hepatitis 29.3%; portador de piercing 7.9%,
portador de tatuaje 2.2%, consumo de alcohol 39.6%, diabetes
mellitus 6.7% y portador de dislipidemia 40.9%. Del total de
personas evaluadas, 29.7% presenté elevaciéon de TGO y
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20.4% elevacion de TGP. En conjunto, 31.1% present6 transa-
minasas elevadas. En relacién con el IMC, 51.1% presenté so-
brepeso y 14.2% obesidad. En el analisis bivariado, la
elevacién de transaminasas fue mas frecuente en varones que
en mujeres (36 vs. 28.7%). De todas las variables analizadas,
Gnicamente el nivel de IMC se asocié en forma significativa a
la elevacién de transaminasas (p < 0.001). Conclusiones.
Este es el primer estudio a nivel nacional que demuestra eleva-
ci6n de transaminasas hasta en 31.1% de personas; el factor
de riesgo mas importante fue el sobrepeso/obesidad. Dado que
fue un muestreo intencionado en una poblacién no seleccio-
nada de Lima, el sesgo de seleccion esta presente por lo que
los resultados no son concluyentes. Aun asi, este estudio pue-
de servir de base para un estudio més extenso de la enferme-
dad hepatica en el Peru.

RATOS DIABETICOS TRATADOS
COM DIFERENTES DOSES DE OMEGA3 E
SEUS EFEITOS SOBRE PARAMETROS

METABOLICOS E OXIDATIVOS
N.P._ MARRONI?3 P.A. FRANK' R.R. SILVA! KC.S. SILVEIRA/

G.R. RODRIGUES,® S. BONA? M. PORAWSKI'?
'UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO ALEGRE, RS, BRASIL.
2HOSPITAL DE CLINICAS DE PORTO ALEGRE, RS, BRASIL. > UNIVERSIDADE LUTERANA
DO BRASIL, CANOAS, RS, BRASIL.

Objetivo do trabalho foi avaliar o efeito da administracao de
duas doses de 6mega 3 sobre o dano oxidativo e a atividade da
superoéxido dismutase no figado, rim e intestino de ratos dia-
béticos. Material e métodos. O diabetes foi induzido em ra-
tos machos Wistar através da injegdo intaperitoneal de
estreptozotocina na dose de 70 mg/kg de peso. Foram avalia-
dos os niveis glicémicos e o tratamento foi iniciado 72 horas
apds a inducgdo. Os animais foram tratados com Omega3 na
dose de 1 g/kg e 4 g/kg através de gavagem. Os animais foram
divididos em 8 grupos: CO receberam solucdo fisiolédgica;
CO+015; CO+030: receberam 6mega3 na dose de 4 g/kg du-
rante 15 e 30 dias respectivamente; CO+0O(1): receberam 6me-
ga 3 na dose de 1g/kg durante 30 dias; DM: receberam solugéao
fisiol6gica; DM + O15; DM + 030: receberam 6mega 3 na dose
de 4 g/kg durante 15 e 30 dias respectivamente e DM+0(1) re-
ceberam O6mega 3 na dose de 1 g/kg durante 30 dias. Apés o
tratamento, os animais foram anestesiados e foi retirado san-
gue do plexo reto-orbital para analise da glicemia, trigliceri-
deos e colesterol. O figado, o rim e o intestino foram retirados,
congelados e armazenados para as andlises bioquimicas. A
anélise estatistica foi ANOVA seguida de teste de Student-
Newman-Keuls, foi considerado diferenca significativa quando
o p < 0,05. Resultados. O tratamento com omega 3 néao
melhora a glicemia mas é capaz de reduzir a perda de peso nos
animais diabéticos e provocar uma reducido nos TG apés 30
dias de tratamento com ambas as doses. No figado, os ani-
mais diabéticos e os tratados com 6mega nas duas doses apre-
sentaram aumento no dano oxidativo, porém os animais
tratados com 4 g/Kg de 6mega 3 durante 15 dias e os tratados
durante 30 dias com 1 g/Kg de 6mega 3 mostraram aumento
na atividade da SOD. Os animais diabéticos tratados com
O6mega 3 apresentaram uma reducio no dano oxidativo que no
rim, foi mais efetiva na dose de 1 g/kg enquanto no intestino
foi melhor na dose de 4g/kg. No rim dos animais diabéticos
nao houve modificagdo na atividade da SOD, porém no intes-
tino o tratamento com 1 g/kg aumentou significativamente a
atividade da SOD. Conclusao. O tratamento com dmega 3 foi
capaz de reduzir o dano oxidativo e aumentar a atividade da
SOD, porém esta resposta foi variavel com o tecido e com a

dose de 6mega 3 utilizada.

LIVER SURGERY
AND LIVER TRANSPLANTATION

EXPERIENCE OF ORTHOTOPIC LIVER
TRANSPLANTATION (OLT) AS A TREATMENT IN
HEPATOCARCINOMA (HCC)

PEREZ T2 ROBLERO R2 HERNANDEZ N2 BUCKEL E/ BRAHM J!
SILVA G} FERRARIO M,' URIBE M,' CALABRAN L,! HERZOG C,
SEGOVIA R'?

T TRANSPLANT UNIT CLINICA LAS CONDES, SANTIAGO, CHILE.
2GASTROENTEROLOGY UNIT, HOSPITAL SAN BORJA ARRIARAN, SANTIAGO, CHILE.
Introduction. HCC is a major cause of death in cirrhotic pa-
tients. The OLT is one of the potentially curable treatments.

The main aim was to estimate the survival rates after OLT.

Table 1. Survival post transplantation: global, MELD scores, AFP levels
and Child-Pugh scores.

Survival post OLT (years) 1 3 5 P value
Global 80% 68% 45%

MELD < 18 70% 70% 45% 0.02
MELD > 18 100% 50% 25%

AFP < 400 UI/dL 80% 80% 75% 0.02
AFP > 400 UI/dL 80% 40% 0%

Child A-B 75% 75% 50% 0.2
Child C 100% 38% 0%

Material and methods. A retrospective study was perfor-
med, during a period of 13 years, from patients with confir-
med diagnosis of HCC that were undergoing to OLT at one
center. The survival rate was estimated through Kaplan-
Meier. Results. A total of 188 OLT were performed during a
13-year period, of which 16 occurred in patients with HCC, 13
men (81.3%), three women (18.7%), aged 55,9 = 7.8 years old.
All patients had chronic liver damage (CLD), 12 of which were
classified as Child A-B group. The main aetiology for CLD
was hepatitis C virus (HCV; five cases). The model for end li-
ver disease score (MELD) averaged 15.4 = 4.3. Mean values of
AFP were 2079 IU/dL. Fourteen patients met the Milan crite-
ria. PreOLT therapies were: alcoholization (2), chemoemboli-
zation (2), radiofrequency ablation (5), and surgery (4). Only
6 patients did not receive treatment prior to transplantation.
The mean elapsed time between the diagnosis of CLD and
HCC was 4.5 = 3.7 years. Conclusions. The predominant
diagnostic of CLD was HCV. The OLT had a survival rate of
60% during the first three-year post transplantation. In this
study, the patients with longer survival were those in which
the AFP levels were < 400 IU/dL. The small number of pa-
tients can be explained by the prolonged time on the waiting
list because many of them drop out of the transplantation cri-
teria.

TACROLIMUS VS. CYCLOSPORINE AS PRIMARY
IMMUNOSUPPRESSION AFTER LIVER
TRANSPLANTATION IN CHILEAN PATIENTS
JP_MIRANDA,' J PONIACHIK,' D OKSENBERG,' J CASTILLO,' JC DIAZ

J IBARRA,' E VILLAGRA," A BORQUEZ!
TUNIDAD DE TRASPLANTE HOSPITAL CLINICO UNIVERSIDAD DE CHILE, SANTIAGO,

CHILE.
Purpose. We evaluated results and survival from a prospecti-
ve trial that compared Tac and CsA-me for primary immuno-
suppresion. Material and methods. From 2002 to 2010, 143
liver transplantation from cadaveric donors were performed
at the Hospital Clinico Universidad de Chile. One hundred
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thirty one (91.1%) received CsA-me or generic tacrolimus
(T-Inmun®) as primary immunosuppression. We evaluated
clinical variables and the survival of these patients. Statistical
analysis was performed with Stata 10.0. Results. Eighty one
(60.0%) received CsA-me and fithy four (39.3%) received Tac.
Median age was 52.9 (21-68) years, not differences for sex.
Causes for transplantation in CsA-me group was HCV 30.0%;
alcoholic cirrhosis 20.0%; NASH 12.5%; cryptogenic cirrhosis
8.8%; other 28.7% and in the Tac group: NASH 24.5%; alcoho-
lic cirrhosis 15.1%; cryptogenic cirrhosis 13.2%; autoimmune
hepatitis 11.3% and other 35.8% (p = ns by group). Patient
Survival analysis of group CsA-me were 83.4%, 67.7% and
56.7% at 1,3 and 5 year, respectively, on group Tac were
93.9%, 91.6% and 86.5% respectively (log rank p < 0.0001).
The infections (16.0% v/s 1.8%) and moderate and severe graft
rejections (17.2% v/s 11.1%) were more frequent at CsA-me
group (p < 0.02). No differences in relation to acute kidney fa-
ilure and de-novo insulin-requiring diabetes mellitus were
seen. Conclusions. Tac has superior to CsA-me in improving
survival (patient and graft) and preventing acute rejection in
liver transplantation. Tacrolimus seems to be a more appro-
priate drug to be used for primary immunosuppression in
Chilean liver transplantation.

IMPACT OF CREATININE VALUES ON MODEL FOR
END-STAGE LIVER DISEASE (MELD) SCORES IN
MALE AND FEMALE CANDIDATES FOR LIVER
TRANSPLANTATION
G. MARIANTE-NETO,! A.B.M. BRANDAO C.P. MARRONI,' A.
MEDEIROS-FLECK JUNIOR? C.A. MARRONI' M.L. ZANOTELLI? G.P.C.
"CANTISANP
'UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO ALEGRE (UFCSPA),
PORTO ALEGRE, RS, BRASIL. 2COMPLEXO HOSPITALAR SANTA CASA DE PORTO
ALEGRE, PORTO ALEGRE, RS, BRASIL.

Purpose. A systematic bias against women, resulting from
the use of creatinine as a measure of renal function, has been
identified in MELD-based liver allocation. Correction of this
bias by calculation of female creatinine levels using the MDRD
formula or by re-weighting the components of the MELD sco-
re for greater emphasis on total bilirubin has been suggested.
Material and methods. A cohort of 639 cirrhotic candidates
for first-time liver transplantation was studied. Creatinine le-
vels were corrected for gender using the MDRD formula. The
accuracy of MELD and re-weighted MELD, with or without
creatinine correction, to predict 3 and 6-month mortality after
inclusion in a transplant waiting list was estimated. Results.
Women exhibited significantly lower creatinine levels, glo-
merular filtration rate, and MELD and re-weighted MELD
scores than men. After creatinine correction, female MELD
scores had a mean increase of 1.1 points. Creatinine correc-
tion yielded an increase of 3 points in the MELD score in
15.2% of patients, 2 points in 22.4%, and 1 point in 17.6% of
patients. Creatinine correction of reweighted MELD yielded a
mean increase of 0.14 in the score, with no change in the sco-
re in 67.6% of female patients. Conclusions. The accuracy of
MELD and re-weighted MELD, with or without correction, for

prediction of 3 and 6-month mortality was similar.

RISK OF TRANSMISSION OF HEPATITIS B VIRUS
FROM ANTI-CORE POSITIVE LIVER DONORS.
AMULTICENTER STUDY IN ARGENTINA
S. MARCIANO,' L. GAITE,' L. BISIGNANO,2 V. DESCALZI?

S. YANTORNO? M. MENDIZABAL! M. SILVA‘ M. ANDERSS
0. OROZCO° 0. GIL® R. TRAVERSOS J. BANDI,' O. GALDAME,'
E. DE SANTIBANES," A. GADANO'

THOSPITAL ITALIANO DE BUENOS AIRES. ARGENTINA. 2INCUCAIL ARGENTINA.
SHOSPITAL UNIVERSITARIO FUNDACION FAVALORO, BUENOS AIRES. ARGENTINA.

*HOSPITAL UNIVERSITARIO AUSTRAL, PILAR. ARGENTINA. SHOSPITAL ALEMAN,
BUENOS AIRES. ARGENTINA. 6SANATORIO ALLENDE, CORDOBA. ARGENTINA.
Introduction. As a result of the disparity between number
of donors and patients on the waiting list for liver transplan-
tation, resources should be optimized. The use of anti-HBc
(+) donors is a strategy that has been evaluated in recent
years. Objective. To assess the use of anti-HBc (+) liver
grafts, characteristics of recipients, prophylactic strategy
and post transplant hepatitis B evolution. Material and
methods. We evaluated donors processes opened from
January 2005 to July 2011 from anti-HBc¢ (+) donors in our
country, reported in INCUCAI database. We compared the
characteristics of implanted and discarded donors. Then we
selected 5 centers more anti-HBc+ liver grafts implanted to
assess the evolution of the receptors. Results. 116 anti-HBc
(+) donating processes were reported for liver transplanta-
tion, of which 47 were implanted, constituting 2.8% of 1693
cadaveric liver transplants performed in adults during the
evaluation period. Regarding implanted and discarded or-
gans characteristics the only significant difference was TGP
level (25 = 16 vs. 50 = 59 UI/L). We evaluated 40 receptors.
Their mean age was 55 = 10 years. MELD score: 25 = 10. In-
dication for transplant: HCV (9), ALD (8), HBV (6), other
(17). Hepatocellular carcinoma was present in 9 patients at
the time of transplant. The mean follow up was 32 = 20
months. There were 4 cases of de novo HBV at 19, 24, 25
months post transplant respectively. No graft losses were
observed in these patients. None of them had received pro-
phylaxis and had no previous contact with HBV. Conclu-
sion. This study demonstrated the absence of de novo
hepatitis B in patients transplanted with anti-HBc (+) grafts
receiving different HBV prophylaxis strategies. These results

should encourage greater use of anti-HBc (+) liver grafts.

LIVER RETRANSPLANTATION: RESULTS OF A

CENTER IN COLOMBIA
0. SANTOS,? M. LONDONO,! 0. MUNOZ'?
J.C. RESTREPO,'? S. HOYO0S,'2 J.. MARIN,"2 C. GUZMAN,
ALVARO MENA? G. CORREA'? )
'GRUPO GASTROHEPATOLOGIA, UNIVERSIDAD DE ANTIOQUIA, MEDELLIN -
COLOMBIA. 2HOSPITAL PABLO TOBON URIBE, MEDELLIN - COLOMBIA.

Objectives. Orthotopic liver transplantation (OLT) is the
treatment of choice for acute and chronic liver failure. Li-
ver retransplantation is the only therapeutic option for
graft-failure. Constitutes 5 to 23% of all transplants. It is
related to increased complications, costs and less patient
survival. The objectives are evaluated the incidence of liver
retransplantation, describe the complications and survival
of patients in the series of OLT in Pablo Tobon Uribe Hos-
pital and University of Antioquia transplant group in Mede-
llin, Colombia. Material and methods. Retrospective
descriptive study of 272 OLT performed in adults from
April 2004 to December 2010. Results. Liver retransplanta-
tion was performed in 21 patients (7.7%). The average age
was 49 years and 76% were men. The main indications were
hepatic artery thrombosis, ischemic cholangiopathy and
chronic rejection. Survival of patients at 1 year was 81%
and at 5 years was 76%, with graft survival at 1 year 76%
and 5 years 72%. Bleeding was present in 3 patients (14%).
Vascular complications were documented in 4 patients, one
with hepatic artery thrombosis. Biliary complications occu-
rred in 4 patients (19%). Infections were found in 11 pa-
tients (52%), being the most frequent cause abdominal
bacterial infections. Acute rejection was present in 6 pa-
tients (28%) and chronic rejection in 1 patient. The main
cause of death was primary graft dysfunction in 3 patients.
Conclusion. Liver retransplantation is a complex procedu-
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re requiring great technical skill and more complications
are present than in a first transplant. In our series, re-
transplantation occurred in less than 10% of the transplan-
ted patients, the main indication was hepatic artery
thrombosis and survival at 5 years was greater than 70%.

INMEDIATE EXTUBATION
IN ADULTS UNDERGOING LIVER
TRANSPLANTATION:

ITS IMPACT ON POSTOPERATIVE MORTALITY
ANDERS M," COMIGNANI P, MELLA J," DEVETACH G,' KOO L,

JEANES C,' OROZCO F,' SOSA A,' OSATNIK,' SANTOPINTO M,
PRINI N,' GOLDARACENA N,' QUINONEZ E,' MCCORMACK L,! MASTAI R!
' LIVER TRANSPLANT PROGRAM, GERMAN HOSPITAL, BUENOS AIRES, ARGENTINA.
Currently, there is no method that allows us to predict whi-
ch patients will need ventilatory support after liver trans-
plantation. This reinforces the idea that all patients need to
be ventilated after surgery. The aim of our study was to
evaluate the impact of time of extubation on early mortality
in patients who have undergone liver transplantation. We
have also studied the influence of a number of perioperative
variables on extubation outcome. The study was divided
into three groups: one in which extubation was performed
in the operating room (inmediate extubation), another for
the first 24 h (early extubation) and another where extu-
bation was performed after 24 h (late extubation). Mechani-
cal ventilation is essential in the management of patients
who have undergone liver transplantation, up to date there
is no consensus on choosing the best time to extubate this
patient group. The aim of our study was to evaluate the im-
pact of early extubation in a large group of patients who re-
ceived a liver transplant. To do this, we compared,
retrospectively, three groups, one of early extubation (in
the postanesthesia resuscitation area), within 24 h and lon-
ger (after 24 h).We excluded patients with hepatorenal
transplant, fulminant hepatitis and those who were aged
less than 16 years. The results of the pre-and posttrans-
plant factors evaluated are summarized in table 1 (mean *
SD). In the logistic regression model, the APACHE II score
> 14 during the first 24 h of admission to the intensive care
unit after transplantation was an independent predictor of
late extubation (OR 8.3 CI 2.5-27.4). Hepatic encephalopa-
thy pretransplant had an OR 3.5 (CI 0.9-12.6) as indepen-
dent predictor of late extubation. Our results demonstrate
that early extubation is deemed to be more feasible in pa-
tients with lower MELD and APACHE II score with less en-
cephalopathy and better renal function. Early extubation
was associated with better survival in the immediate post-
transplant. In the future strategies need to be designed in
order to extubate recipients from liver transplantation fas-
ter.

Table 1. Inmediate extubation in adults undergoing liver transplantation

ONCE-DAILY TACROLIMUS EXTENDED RELEASE
FORMULATION: A HEMODYNAMICSTUDY IN
STABLE LIVER TRANSPLANT PATIENTS
F. OROZCO," MM ANDERS,! D. ALVAREZ' E. QUINONEZ/'

N. GOLDARACENA," S CHAO," L. MCCORMACK,' R. MASTAI
'LIVER TRANSPLANT PROGRAM, HOSPITAL ALEMAN, BUENOS AIRES, ARGENTINA.
In recent years, it has been shown that one of the ways to im-
prove compliance with immunosuppressive drugs may be the
use of regimens that require less frequent dosing. In this re-
gard, a once-daily extended release formulation of tacrolimus
has been developed that allows a 1:1 conversion from the
twice-a-day tacrolimus formulation. Moreover, pharmacoki-
netic and clinical studies have shown the safety and effective-
ness of this conversion. Until now, it has not been assessed
whether the clinical parameters are associated with a hemody-
namic correlation in these patients. The aim of the present
study was to study systemic, renal and splanchnic hemodyna-
mic parameters of a switch to tacrolimus extended-release for-
mulation (TAC-ER). Therefore, cardiac output and portal
blood flow were measured by Doppler technique in 8 stable li-
ver transplant recipients. Patients were converted, at least 6
months after transplantation, to TAC-ER on a 1:1 (mg:mg)
basis for their total dose, and were maintained on a once-daily
am dosing regimen for two months before hemodynamic as-
sessment. From the clinical point of view, the conversion was
accompanied by no rejection episode and similar creatinine va-
lues, blood glucose and mean arterial pressure. Measure-
ments of systemic, renal and splanchnic parameters,
preconversion and TAC-ER are (Mean = SD): mean arterial
pressure (mmHg) 104 = 10 vs. 100 + 8, cardiac output (l/min)
50 = 0.7 vs. 4.9 *= 0.8, peripheral vascular resistance
(dyne.sec.cm™®) 1,680 = 280 vs. 1,640 + 320, portal blood flow
(mL/min) 1,489 + 448vs. 1,520 + 520, pulsatility renal index
0.8 £ 0.1 vs. 0.8 = 0.2. No significant differences were obser-
ved between both groups. Our results show, as well as publis-
hed clinical studies, the conversion to TAC-ER is safe and
effective in stable patients after liver transplantation. Fur-
thermore, we demonstrate for the first time that the conver-
sion to TAC-ER was not associated with changes in systemic,
renal and splanchnic hemodynamic parameters. This is pro-
bably the hemodynamic expression that the conversion is not
associated with impaired renal function or arterial hyperten-

sion in this group of patients.

ARTIFICIAL LIVER SUPPORT SYSTEM “MARS®-
PRISMA®”. EXPERIENCE IN INTENSIVE CARE UNIT
OF ATERTIARY HOSPITAL WITH A LIVER

TRANSPLANT PROGRAM
' M CATALAN,' JL FLORDELIS," | SAEZ DE LA FUENTE,'
JA SANCHEZ-IZQUIERDO,! C JIMENEZ2 M ABRADELO DE USERA?
A MANRIQUE2 E MORENQ?

: Its impact on postoperative mortality.

Inmediate Early extubation Late extubation
extubation (n = 19) (n =43) (n=33)

MELD score 1547 1616 22 + 10*
Encephalopathy (%) 5 (1-26) 21(10-36) 45 (Cl 28-63)*
Creatinine (mg/dL) 0.8+0.2 0.9+0.6 1.3+0.9*
APACHE Il 1145 114 16 + 5*
Vasopressors > 72 h (%) - - 36 (Cl 20-54)*
Respiratory infection (%) - 24 (Cl 11-42)*
Mortality (%) 7(1-19) 18 (CI 7-35)*

*P <0.05.
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TINTENSIVE CARE DEPARTMENT, 12 DE OCTUBRE UNIVERSITY HOSPITAL, MADRID,
SPAIN. 2SURGERY AND ABDOMINAL ORGANS TRANSPLANTATION DEPARTMENT, 12
DE OCTUBRE UNIVERSITY HOSPITAL, MADRID, SPAIN.

Purpose. To assess the efficacy of the Molecular Adsorbent
Recirculating System MARS® in patients with acute severe li-
ver failure (ASLF). Material and methods. Descriptive stu-
dy was performed in adults with ASLF treated with
MARS®-PRISMA® in an ICU of a tertiary hospital with liver
transplant (LT) program. Period of study: 2003-2011. The
analyzed variables were: Clinical situation,severity scores
calculated during the first 24 h of ICU admission (APA-
CHEII; SAPSII, SOFA, CHILD-PUGH and MELD Score), he-
modynamic parameters, liver function tests, coagulation,
plasma electrolytes, hemogram were performed before and at
4, 8, 24, 32 and 48 h after the MARS® started. Adverse events
(AE) were evaluated during therapy. Length of stay (in ICU
and in hospital) and mortality were analized. Results. 65
treatments with MARS®-PRISMA® were performed (205 ses-
sions on the 60 patients). The etiology of ASLF was:acute li-
ver failure (ALF) in 14, graft dysfunction (GD) after LT in 38,
acute-on-chronic liver failure (AoCLF) in 10, and other etio-
logy in 4 patients. Mean age 53 + 14 years, males 53. APA-
CHE II 16,34 + 8,3; SAPS II 40,48 + 18,22; SOFA 10,56 =+
2,94; CHILD-PUGH 11,4 = 1,71; MELD 29,87 + 8,22. Signifi-
cant improvement of serum bilirubin, transaminases and
serum ammonium were observed in the first 24 h after
MARS® therapy. MARS® was well tolerated in all cases, with
no AE. Twenty seven patients underwent LT. Waiting time for
LT was nine days. ICU and Hospital stay median were eight
and forty two days respectively.ICU mortality was 29.23%.
ICU mortality was lower for patients that could receive a LT
(26% vs. 32%) Conclusions. 1. MARS® seems to be effective
therapy for ALF patients, as a bridge to LT. 2. MARS® not in-
crease the waiting time for LT. 3. MARS® could be useful in
patients with GD until liver regeneration. 4. MARS® can be

applied in an ICU setting to patients without significant AE.

COMBINED HORMONAL RESUSCITATION
PROTOCOL (METHYLPREDNISOLONE AND
TRIIODOTHYRONINE) DECREASES ISCHEMIA-

REPERFUSION LIVER INJURY
MK RIQUELME,2 P. ARAYA PEROT2 H. SANGUINETTI VELOSO,'?

G. INTRIAGO LUA* P. LEIVA ALVAREZ'* C. MUNOzZ Mufoz'
P._ROMANQUE ULLOA'3

'INSTITUTO DE CIENCIAS BIOMEDICAS, FACULTAD DE MEDICINA, UNIVERSIDAD DE
CHILE; SANTIAGO, CHILE. 2ESCUELA DE MEDICINA VETERINARIA, UNIVERSIDAD
SANTO TOMAS; SANTIAGO, CHILE. 3FACULTAD DE MEDICINA, UNIVERSIDAD DIEGO
PORTALES; SANTIAGO, CHILE. “ESCUELA DE TECNOLOGIA MEDICA, FACULTAD DE
MEDICINA, UNIVERSIDAD DE CHILE; SANTIAGO, CHILE.

Purpose. Solid organ trasplantation process is not exempt of
graft damage, which is related to donor status prior procure-
ment, graft quality, cold ischemia time extension and reperfu-
sion in the recipient. Combined hormonal resuscitation
protocols were initially developed to keep brain death donor
hemodinamycally stable and pursue cardiac graft benefit as a
primary aim and secondarily, maintain an effective perfusion
of other organs. The purpose of this study was to determine
the effect of a combined protocol of methylprednisolone (MP)
and triiodothyronine (T;) over warm ischemia-reperfusion
(IR) liver injury. Material and methods. Male Sprague
Dawley rats received a single ip. injection of 0,34 mg/kg of MP
and/or 0,05 mg/kg of T3 or its vehicles (vMP and/or NaOH)
prior 1h of warm ischemia and 3 h of reperfusion. Serum and
tissue samples were taken at the end of reperfusion for injury
and oxidative stress parameters determinations. Results.
Combined MP+T3, and each single drug pretreatment de-
crease AST/ALT serum levels, from 55 to 98% in T3 and MP

groups (p < 0,05, one way ANOVA). Necrosis area and infla-
mmation evaluated by histology decrease in MP+T, groups,
as well as oxidative stress studied by carbonylated protein le-
vels. Conclusions. The combined protocol MP+T, in this
preclinical study protects liver tissue against IR injury, decrea-
sing serum injury biomarkers and liver necrosis and oxidative
stress; which support the use of this strategy in potential liver
donors.

PROGNOSTIC FACTORS ASSOCIATED WITH
MORTALITY AFTER LIVER RETRANSPLANTATION:
EXPERIENCE FROM A CENTER IN SOUTHERN

BRAZIL

AM. COSTABEBER,! M. FROEMMING,' M.I. MUSSKOPF,! L.C. LIONGO,'

C. MARRONL'? M.L. ZANOTELLI? G. CANTISANI? A. BRANDAQ'?

'UNIVERSIDADE FEDERAL DE CIENCIAS DA SAUDE DE PORTO ALEGRE, PORTO

ALEGRE, RS, BRAZIL. 2GRUPO DE TRANSPLANTE HEPATICO, SANTA CASA DE

MISERICORDIA DE PORTO ALEGRE, PORTO ALEGRE, RS, BRAZIL.

Introduction. Survival after liver transplantation has stea-
dily increased. In irreversible graft failure, liver retransplanta-
tion (LRT) is the only treatment option, but it is associated
with worse outcomes. Objectives. To evaluate the associa-
tion of donor, recipient and perioperative period characteris-
tics with 1 year mortality after LRT by the Liver
Transplantation Group, Santa Casa de Misericordia de Porto
Alegre, Brazil. Material and methods. We retrospectively in-
cluded patients undergoing LRT between August 1997 and
August 2011. Eighteen recipient variables, six donor variables
and seven perioperative period variables were studied. We also
evaluated the occurrence of gender and ABO group identity,
age difference between donor and recipient and D-MELD. We
made a univariate analysis using chi-square or Fisher exact
test for categorical variables and Student t test or Mann-
Whitney test for continuous variables. Results. Forty pa-
tients underwent 42 retransplantation, 5% of all transplants
performed. Two patients underwent two regrafts. The mean
age of patients was 48.8 years and 69% were male. Hepatitis C
and hepatic artery thrombosis were the most common indica-
tions for transplantation and LRT, respectively. The mean fo-
llow-up was 2.8 years. In the first year after LRT,
twenty-three transplants were associated with recipient death,
whose most frequent cause was septic shock. We found a sig-
nificant association between 1 year mortality and the follo-
wing variables: hepatitis C infection, albumin, mechanical
ventilation before LRT, male donor and platelet transfusion
during surgery. Conclusion. LRT is associated with high
mortality. Identification of patients at high risk of unfavora-
ble outcomes is important in trying to get better results.

PREDICTOR VALUE OF D-MELD ON MORTALITY
AFTER LIVER RETRANSPLANTATION: EXPERIENCE
FROM A CENTER IN SOUTHERN BRAZIL
AM. COSTABEBER,' L.C. LIONGO,! C. MARRONI'? M.L. ZANOTELLI,?
G. CANTISANI,2 A. BRANDAQ'?

YP/A?OGHAMA DE POS GRADUAGAO EM HEPATOLOGIA.UNIVERSIDADE FEDERAL DE
CIENCIAS DA SAUDE DE PORTO ALEGRE, PORTO ALEGRE, RS, BRAZIL.2 GRUPO DE
TRANSPLANTE HEPATICO, SANTA CASA DE MISERICORDIA DE PORTO ALEGRE,
PORTO ALEGRE, RS, BRAZIL.

Introduction. D-MELD score, the product of donor liver age
and MELD score, was a good predictor of survival after liver
transplantation in previous studies. The predictor value of D-
MELD on mortality after liver retransplantation (RT) has not
been studied. Objectives. To assess the predictive value of D-
MELD on mortality after liver RT in a tertiary hospital in
Porto Alegre, southern Brazil. Material and methods. We
included patients undergoing RT from August 1997 to August
2011 by the Liver Transplantation Group. Recipient variables,
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MELD score, donor age, recipient survival and D-MELD score
were analyzed. A descriptive analysis of variables was made
and survival analysis using Kaplan-Meier method. The rela-
tionship between survival after RT and donor age, MELD and
D-MELD were evaluated by Cox regression. Results. Forty
patients underwent 42 RT, 5% of all liver transplants. Two pa-
tients underwent a second regraft. The mean recipient age
was 48.8 years, 69% were male and 83.3% had white skin co-
lor. The median MELD score was 27 and mean donor age was
37.2 years. The mean follow-up was 2.8 years. There were 27
deaths (67.5%), septic shock being the most common cause.
There was no statistically significant relationship between re-
cipient survival and donor age, MELD or D-MELD scores. In
the subgroup of patients with D-MELD > 1,600, the score was
not a predictor of mortality. Conclusion. D-MELD was not a
good predictor of mortality after RT at our center. Numerous
variables related to recipient, donor, surgery and intensive
care may obscure the predictive value of D-MELD.

ANALYSIS OF THE PREDICTOR VALUE OF D-MELD
ON MORTALITY AFTER LIVER TRANSPLANTATION:
EXPERIENCE FROM A CENTER IN SOUTHERN
BRAZIL
A.M. COSTABEBER,' L.C. LIONGO,' C. MARRONI,'2 M.L. ZANOTELLI,2

_ G. CANTISANI,2 A, BRANDAO'?

'PROGRAMA DE POS GRADUACAO EM HEPATOLOGIA. UNIVERSIDADE FEDERAL DE
CIENCIAS DA SAUDE DE PORTO ALEGRE, PORTO ALEGRE, RS, BRAZIL. 2GRUPO DE
TRANSPLANTE HEPATICO, SANTA CASA DE MISERICORDIA DE PORTO ALEGRE,
PORTO ALEGRE, RS, BRAZIL.

Introduction. D-MELD score, the product of donor liver age
and MELD score has been proposed as a useful tool for asses-
sing the prognosis of patients undergoing liver transplanta-
tion (LT). Objectives. To evaluate the predictive value of
D-MELD on mortality in a population undergoing LT in San-
ta Casa de Misericordia de Porto Alegre, Brazil. Material
and methods. We retrospectively included patients undergo-
ing LT between July 2006 and June 2011 by the Liver Trans-
plantation Group. Recipient and donor variables were studied.
A descriptive analysis of variables and survival analysis using
Kaplan-Meier method were made. Logistic regression, Cox re-
gression and ROC curve were used to describe the relationship
between risk of death and D-MELD, the latter evaluated as
continuously and categorized variable (0-800, 800-1,200 and >
1,200). Results. We included 233 patients. The mean recipient
age was 54.3 years and 67.8% were male. The most common
indication for LT was hepatocellular carcinoma (58.4%). The
mean MELD score was 16.3 and mean donor age of was 44.9
years. The median D-MELD score was 650 (range 84-2,701).
The mean follow-up was 47.1 months. Survival rates at 1, 3
and 5 years after LT were 79%, 70% and 60%, respectively. Lo-
gistic regression and Cox regression showed no statistically
significant relationship between mortality and D-MELD, as
continuous and categorized variable. The AUC was 0.53
for continuously evaluated and 0.54 for categorized D-MELD.
Conclusion. We found no statistically significant relations-
hip between D-MELD and mortality in our center. Understan-
ding interactions between donor and recipient remains

important to get better results.

HEPATIC SUBCAPSULAR HEMATOMA FOR

INVASIVE FASCIOLIASIS
F._CARRASCO,' R. MAYORGA' M. PADILLA,' C. RONDON,
J.C. CHAMAN!
'LIVER TRANSPLANT SERVICE, HOSPITAL NACIONAL GUILLERMO ALMENARA, LIMA,
PERU.
Purpose. To report a case series of spontaneous hepatic sub-

capsular hematoma due to invasive fascioliasis. Material

and methods. Retrospective review of five patients’s records
with no history of recent trauma, entering emergency with
abdominal pain of sudden onset and severe anemia, hepatic
subcapsular hematoma and marked eosinophilia. Results.
One female (15y/0) and 04 males (27, 31, 48 and 55 y/o). Four
cases progressed with hypotension and severe acute anemia
[mean Hb: 6.1 g% (4.2-8.9)]. Two come from high prevalence
areas of hepatocellular carcinoma and three come from far-
ming regions. Ultrasonography revealed an irregular tumor
with suspicion of neoplastic disease. CT scan showed three
giant hepatic subcapsular hematoma in right lobe, one of mo-
derate size in segments II-III and the last case in segment I. In
all cases also appreciated an ill-defined image with scarce and
irregular uptake of contrast into the adjacent parenchyma, si-
mulating a solid liver tumor complicated with spontaneous
bleeding. Hematological studies evidenced leukocytosis and
marked eosinophilia [mean 4,120/mL (2,340-5,120)]. LFT and
serological markers of viral, parasitological or tumor were ne-
gatives. Arc 2 was positive in 03 cases and indeterminate in
one. A Western-blot test confirmed the diagnosis in all cases.
Treatment with 02 doses of triclabendazole (10 mg/kg). The
outcome was favorable with complete remission of symptoms
and gradual normalization of eosinophilia and progressive re-
solution of hematomas. Conclusions. Spontaneous hepatic
subcapsular hematoma is a rare entity. The hepatic fasciolia-
sis should be considered as part of differential diagnosis, espe-
cially in cases associated with eosinophilia, in order to make
the approach and treatment possible, and avoid unnecessary
surgery.

POLYCYTHEMIA SECONDARY TO FOCAL NODULAR
HYPERPLASIA. A CASE REPORT
E._CARRASCO,' R. MAYORGA, M. PADILLA,' C. RONDON,

J.C. CHAMAN'

"LIVER TRANSPLANT SERVICE, HOSPITAL NACIONAL GUILLERMO ALMENARA, LIMA, PERU.
Purpose. To report a case of polycythemia secondary to FNH
that resolves after surgical resection. Material and me-
thods. Reviewed the child medical record misdiagnosed by po-
lycythemia vera who is discovered incidentally a solid liver
tumor. Surgical treatment and histological study supports va-
riant telangiectatic of focal nodular hyperplasia. Results. A
11 y/o female, asymptomatic, with adequate school and physi-
cal performance, was incidentally discovered polycythemia
(Hb: 23 g%). Hematology reappraisal evidenced high dosage of
erythropoietin, so imaging studies are performed and solid-
looking liver tumor is discovered. Angio MS-CT, shows 8 x 7
cm tumor, with early and irregular contrast enhancement
and slow washout with hypodense center suggestive of necro-
sis vs. eschar, with well-defined feeding artery from right he-
patic artery. Sulfur colloid liver scintigraphy shows
enhancement of the radiopharmaceutical in right liver poste-
rior views. MRI shows solid lesion with irregular contrast
enhancement in arterial phase with central hypointense on
T1 and hyperintense on T2, and contrast captured in late sta-
ges, which is characterized as vascular fibrosis. It’s considered
that polycythemia is secondary to liver tumor producing
erythropoietin, for which surgical management is performed:
right posterior lateral sectionectomy is performed. Outcome is
normal levels of erythropoietin and hemoglobin (12 g/dL), re-
turning to their schooling. Histological examination showed
features of focal nodular hyperplasia with extensive areas of
vascular lakes (which explains the radiological irregular beha-
vior of the lesion), which characterize the telangiectatic va-
riant. Conclusion. FNH may be a rare cause of secondary
polycythemia (most frequently associated with neoplastic tu-

mors) and resolved definitively with surgical management.
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AD-MMP8 ADMINISTRATION IN
SKELETAL MUSCLE REDUCES
PROFIBROGENIC GENE EXPRESSION IN A MODEL
OF EXPERIMENTAL LIVER CIRRHOSIS

E. OCEGUERA-CONTRERAS,! D. GORDILLO-BASTIDAS,! J. GONZALEZ-
CUEVAS,! A.S. SANDOVAL-RODRIGUEZ,' B.E. BASTIDAS-RAMIREZ?2 J.

ARMENDARIZ-BORUNDA,"®  J.l.  GARCIA-BANUELOS
'INSTITUTO DE BIOLOGIA MOLECULAR Y TERAPIA GENICA, CENTRO UNIVERSITARIO
DE CIENCIAS DE LA SALUD, UNIVERSIDAD DE GUADALAJARA, GUADALAJARA,
JALISCO, MEXICO. 2 INSTITUTO DE ENFERMEDADES CRONICO-DEGENERATIVAS,
CENTRO UNIVERSITARIO DE CIENCIAS DE LA SALUD, UNIVERSIDAD DE
GUADALAJARA, GUADALAJARA, JALISCO, MEXICO.° OPD HOSP/TAL CIVIL “JUAN I.
MENCHACA” GUADALAJARA, JALISCO, MEXICO.

Purpose. The purpose of this work was to demonstrate expe-
rimental fibrosis reversion through MMP8 production in ske-
letal muscle after muscularly administering AAMMP8 in rats
intoxicated with thioacetamide (TAA). Material and me-
thods. Experimental liver fibrosis was induced in male Wistar
rats by TTA administration for 7 weeks. Four groups of rats
(n = 15) were included: control (without fibrosis), TAA indu-
ced-cirrhosis (TAA), TAA + AdGFP (vector with an irrele-
vant gene) and TAA + AdMMPS8 (vector with a therapeutic
gene). At the beginning of the fifth week of TAA intoxication,
vectors were administered in soleum muscle. Sub-groups of
rats (n = 5) were sacrificed at the end of week one, two and
three after vector administration. We measured the percentage
of fibrosis, liver function tests, gene expression of MMPS8, pro-
inflammatory genes (IL-1 beta, TNF alpha), profibrogenic ge-
nes (collagen I and TGF beta) and antifibrogenic genes
(MMP1 and MMP9). Results. Group treatment with the vec-
tor AAMMP8 during the 3 weeks, maintaining MMP8 protein
expression, decreases fibrosis up to 48%, does not increase the
expression of proinflammatory genes, profibrogenic gene ex-
pression decreases (p<0.05), increases the expression of anti-
fibrogenic genes (p < 0.05) and reduced liver function tests
was not statistically significant. Conclusions. Therapeutic
protein (MMP8) was expressed 21 days of treatment, the vec-
tor did not generate inflammation in the liver of animals with
fibrosis, treated animals show a decrease of profibrogenic gene
expression, showing prevention of liver fibrosis. With these
results we can start working with the model of reversal of li-

ver fibrosis in the experimental model.

COINFECTED HIV-HCV PATIENTS: SPONTANEOUS

CLEARANCE OF HCV AFTER LIVER TRANSPLANT
M. GUTIERREZ MORENO,' C. CEPEDA FRANCO,' C. BERNAL BELLIDO,!

G. SUAREZ ARTACHO,' JM ALAMO MARTINEZ' LM MARIN GOMEZ,

J SERRANO DIEZ-CANEDO,! FJ PADILLO RUIZ,' MA GOMEZ BRAVO'
"VIRGEN DEL ROCIO UNIVERSITY HOSPITALS, SEVILLE, SPAIN.
Purpose. To show whether HIV-HCV coinfected liver trans-
plant patients present spontaneous clearance of HCV. Mate-
rial and methods. Prospective and descriptive study between
1st January 2001 and 31st December 2011 of HIV-HCV coin-
fected liver transplant patients. Results. Eight out of nine
HIV infected liver transplant patients (88.8%) were HCV coin-
fected; only 1 (12.5%) developed HCV viral spontaneous clea-
rance. A 38-year-old male patient, ex-PVDA, HIV+ stage C
(antiretroviral treatment with Enfuvirtida, Zidovudina and
Raltegravir) and hepatic cirrhosis secondary to HCV genotype
1 with no response to INF and Ribavirin. Liver transplant is
performed: MELD 30, HIV copies < 50 UI/mL, CD4+ 486,
HCV copies 2,564 UI/mL. One month after the transplant and
being treated with cyclosporine A (CsA), micophenolate mofe-
til (MMF) and prednisone as immunosuppressive therapy, he
develops acute cellular rejection; metilprednisolone is added
and cyclosporine is changed to tacrolimus. Progression of li-
ver disease is appreciated and complementary tests show it is

secondary to HCV recurrence (56.5 x 10° copies UI/mL, hepa-
tic biopsy). At this moment, HIV-RNA viral load is no detecta-
ble and CD4+ is 238. The patient initiates treatment with
oINF and Ribavirin, together with eritropoyetin and GCEF;
due to side effects and interactions with antiretrovirals, the
antivirals are suspended. Spontaneously and progressively
HCV-RNA viral load decreases until becomes negative 5 mon-
ths after liver transplant. The patient needed re-transplant
but HCV-RNA viral load continues being negative after 15
months. Conclusions. Most HIV liver transplant patients are
coinfected with HCV. The spontaneous clearance of HCV in
HIV-HCV coinfected liver transplant patients is possible and it
persists even after retransplant.

TREATMENT OF LYMPHOPROLIFERATIVE
DISEASES IN LIVER TRANSPLANT PATIENTS:
RESPONSE TO RITUXIMAB®
M. GUTIERREZ MORENO,' C. CEPEDA FRANCO,'

M. RUBIO-MANZANARES DORADO, C. BERNAL BELLIDO,'

JM ALAMO MARTINEZ! LM MARIN GOMEZ,' G SUAREZ ARTACHO,
J SERRANO DIEZ-CANEDO,' FJ PADILLO RUIZ,! MA GOMEZ BRAVO!
"VIRGEN DEL ROCIO UNIVERSITY HOSPITALS, SEVILLE, SPAIN.
Purpose. To determine the incidence and treatment of lym-
phoproliferative diseases in liver transplant patients (Post-
Transplant Lymphoproliferative Disorder -PTLD-). Material
and methods. Prospective descriptive study of liver trans-
plant patients diagnosed with lymphoproliferative disorder
(PTLD). Results. Only 1 out of 220 liver transplant patients
(0.45%) developed PTLD. A 64-year-old male patient with
hepatocellular carcinoma and alcoholic liver cirrhosis with po-
sitive serology for CMV and negative for EBV, hypertension
and ischemic heart disease (stent in anterior descendent coro-
nary artery) who is liver transplanted (donor: EBV +). As
induction immunosuppressive therapy tacrolimus, mycophe-
nolate mofetil and prednisone. Nine months after transplant,
he suffers from a bowel obstruction episode and is urgently
operated: retroperitoneal mass infiltrating right colon and
bladder (right hemicolectomy and Brooke ending ileostomy).
Anatomopathological examination of the resected: large cell
inmunoblastic lynphoma. Other tests performed: mass in
mesograstrium affecting retroperitoneum, several metabolica-
lly positive hepatic nodes, cell B lymphoma, EBV-PCR 1,800
copies Ul/mL, elevated LDH levels, B,-microglobulin and ESR.
Change in immunosuppressive therapy: anticalceurinic drugs
are withdrawn, mycophenolate mofetil is maintained and two
new drugs are added: sirolimus (mTor) at low range doses and
anti-CD20 monoclonal antibodies (Rituximab®, 4 doses). The
patient undergoes clinical and analytic improvement, sustai-
ned negative EBV-PCR and absence of active images in Pet-
TC; therefore, complete and maintained response of large cell
inmunoblastic lymphoma (type B) to the immunosuppressive
therapy administered, even one year after. Conclusions. The
incidence of PTLD is low. After one year of follow-up, comple-

te response is obtained with Rituximab®.

EFICCACY OF BEZAFRIBATE COMBINED WITH
URSODEOXICOLIC ACID IN PATIENTS WITH
PRIMARY BILIARY CIRRHOSIS WITH SUBOPTIMAL

RESPONSE TO TREATMENT
J. DARUICH,! E. GONZALEZ BALLERGA,' P. CARBALLO,' A.

ARTEAGA,' M. LINARES PEREZ,' A. AVAGNINA,' J. SORDA
THOSPITAL DE CLINICAS, UNIVERSIDAD DE BUENOS AIRES, BUENOS AIRES,
ARGENTINA.

Purpose. To evaluate both the safety and efficacy of adding
bezafibrate to the treatment in patients with primary biliary
cirrhosis (PBC) and partial response to Ursodeoxicholic acid
(UDCA) in optimal dose (13-15 mg/kg/day). Material and
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methods. 48 patients with partial response to UDCA (persis-
tent elevation of serum alkaline phosphatase —~AP- > 2 times
the upper limit of normal after at least 6 months of therapy
with UDCA) to whom bezafibrate (400 mg/day) was added. 18
asymptomatic patients completed 4 years of therapy and a
new liver biopsy was performed. Then, liver biochemistries
and clinical evaluations were performed every 3 months du-
ring the study period. Ludwig criteria and modified Ishak sco-
re were used to analyze the stage and to evaluate
inflammatory activity, respectively. Statistical analysis. Wil-
coxon signed-ranks test. Results. 18 patients had been trea-
ted with UDCA for 8-166 months (mean 40 m) before
bezafibrate was added. Addition of bezafibrate was associated
with normalization of AP levels in all patients and significant
reductions in the levels of ALT, gamma-glutamyl-transpepti-
dase, and cholesterol when compared to baseline values. No
adverse effects were observed and all patients remained
asymptomatic. Liver biopsies performed before bezafibrate
was added showed that 10 patients had stage I-II while 8 had
stage III-IV. The second biopsy after 4 years showed decreased
in 1 or more stage in 8 (44.4%), unchanged in 2 (11.2%) and
progression in 8 (44.4%). None of the patients with stage I-II
progressed to cirrhosis. Florid bile duct lesions observed at
initial biopsy in 9/18 disappeared in 6/9 (66.07%). There was
decreased inflammation in 8/18 (44.4%), unchanged in 5/18
(27.8%) and increased in 5/18 (27.8%). In the 10/18 (55.5%) ca-
ses that did not increase the histological stage, a strong rela-
tionship with inflammatory activity improvement was
observed. Conclusion. Combined therapy with bezafibrate
and UDCA improves the biochemical profile of PBC patients
who respond only partially to UDCA, even in those with more
advanced stages. Decreased inflammatory activity was asso-
ciated with the improvement of histological stage, probably at-
tributed to the additional anti-inflammatory effect of
bezafibrate. Therefore, combined therapy may be an effective
alternative treatment for PBC patients who are refractory to
UDCA.

FACTORS PREDICTING IN-HOSPITAL MORTALITY
BEFORE TRANSPLANTATION OF ONE-HUNDRED
PATIENTS WITH FULMINANT HEPATIC FAILURE

E.RR. FIGUEIRA' JA. ROCHA FILLHO,' T. BACCHELLA,' M. BENITES
ORDINOLA," A. R. ASSALIN,' R.C.T. SURJAN,! R.S. AZEVEDO NETO,
E. CHAIB,! L.A.C. D'ALBUQUERQUE'

'DISCIPLINE OF DIGESTIVE ORGAN TRANSPLANTATION, DEPARTMENT OF
GASTROENTROLOGY, HOSPITAL DAS CLINICAS, UNIVERSITY OF SAO PAULO
SCHOOL OF MEDICINE, SAO PAULO, BRAZIL.
Introduction. Despite the improvements in intensive care,
patients diagnosed with fulminant hepatic failure (FHF) pre-
sents high mortality rates during the wait for liver transplan-
tation (LT). The search for factors that indicates poor
prognosis could help to optimize patients on the waiting list
for the urgent LT. We aimed to evaluate prognostic factors for
in-hospital mortality of FHF patients referred to LT. Mate-
rial and methods. We retrospectively studied 100 adult pa-
tients with FHF referred to urgent transplantation at our
institution from February 2002 to June 2011. Indication for
LT was determined according to the O’Grady criteria. We
analyzed age, sex, etiology, jaundice-to-encephalopathy and
prioritization-to-LT time intervals, grade of encephalopathy,
INR, Factor V, bilirubin, creatinine, AST, ALT, lactate and
the Model for End-Stage Liver Disease (MELD). All data were
collected at the time of prioritization to LT. The outcome end
point was LT or in-hospital mortality before LT. Results. Se-
venty-eight (78%) patients were female and the mean age was
35.5 + 14.7 years. The etiologies were virus in 17% of cases,
drug-induced in 29%, autoimmune in 13%, cryptogenic in 34%

and other in 7%. The prioritization-to-LT time interval was
1.5 days (0 to 9). The mortality rate of patients waiting for LT
was 31%. All survivors (31%) were submitted to LT. At priori-
tization, non-survivors showed a higher grade of encephalo-
pathy [4 (1 to 4)vs. 3 (1 to 4)], increased MELD (44 = 8 vs. 38
+ 8), increased lactate (78.4 + 48.3 vs. 41.8 = 30.6 mg/dL) and
increased creatinine (2.60 + 2.34 vs. 1.55 + 1.54 mg/dL) com-
pared to the patients submitted to LT (p < 0.05). Conclusion.
At the time of prioritization to LT, FHF patients with a poor
systemic condition, i.e., patients with encephalopathy grades 3
or 4, renal impairment, raised MELD scores and high serum
lactate levels, have higher risk of in-hospital mortality during
the wait for LT. This may suggest an effort to develop early
indicators of LT for these patients.

SWINE MODEL OF LIVER
AUTOTRANSPLANTATION WITHOUT
VENOUS BYPASS
B. CANEDO," L. NACIF,' M. BENITES,' L. DUCATTI,' L. HADDAD,' W.
ANDRAUS,! L. CARNEIRO D"

'CLINICAL HOSPITAL OF SAO PAULO LIVER TRANSPLANT UNIT SCHOOL OF MEDICINE
UNIVERSITY OF SAO PAULO, SP, BRAZIL.

Liver transplantation in swine has improved surgical techni-
que education and research development. Most surgical tech-
niques are conventional liver transplantation using 1 donor
and 1 recipient swine. Aiming to improve the technical train-
ning of liver tranplantation surgeons, minimizing the num-
ber of animals used and the research cost, we discribe an
experimental model of liver autotransplantation in swine
without venous bypass. Material and methods. At the Gas-
troenteroly Departament of Sao Paulo University os School
Medicine, we start with a “J” incision. The dissection of the
hepatic hilar structures obey the steps of human conventio-
nal liver transplantation. Supraceliac aorta is dissected behind
the left diaphragmatic crus. Conventional total hepatectomy
is performed after supraceliac aorta clamping. The clamping
sequence is: supraceliac aorta, portal, infrahepatic and supra-
hepatic inferior vena cava (IVC). The auto implant is pefor-
med by suprahepatic, infrahepatic IVC and portal end-to-end
running anastomosis, using polypropylene 4.0, 5.0 and 6.0,
respectively. Then, the supraceliac aorta clamp is removed
and the liver revascularized. Arterial anastomosis is perfor-
med using polypropylene 7.0 and, at last, biliary anastomosis
using polypropylene 6.0. Results. Surgery is performed in an
average time of 237 minutes (min). The average time of hepa-
tectomy is 104.6 min. Suprahepatic inferior vena cava (IVC),
infrahepatic IVC and portal anastomosis are performed in an
average time of 20 min, 7.33 min and 14 min, respectively. Ar-
terial and billiary anastomosis are done in an average time of
14,66 min and 18 min, respectively. The urine output average
volume is 2,6 mL/kg/h. The bleeding average volume is 367
mL. Conclusion. The liver autotransplantation in swine
without venous bypass is a feasible procedure for surgeons
practice. It is also a less expensive model, excellent as an expe-

rimental model for research.

SURVIVAL AFTER ORTHOTOPIC LIVER
RE-TRANSPLANTATION
M. BENITES,' W.ANDRAUS,! L. HADDAD,' M. BALLESTEROSS,'
M. LEMES,' V. PUGLIESE,' L. CARNEIRO D"
CLINICAL HOSPITAL OF SAO PAULO LIVER TRANSPLANT UNIT. SCHOOL OF
MEDICINE UNIVERSITY OF SAO PAULO, SP, BRAZIL.
Orthotopic liver re-transplantation (re-OLT) is the therapeu-
tic option for many hepatic graft failures. Survival after re-
OLT wusually is poorer than after primary liver
transplantation. Given that there is an organ shortage, it is
essential to optimize use of this scarce resource. Propuse.
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Compare survival between primary liver transplantation and
liver re-transplantation. Material and methods. A total of
2.666 liver transplants performed at different centers (State of
Sao Paulo, Brazil) were analyzed from July 2006 to February
2012. Kaplan-Meier curves were used to analyze patient survi-
val data with log-rank test analysis for significance. Survival
was expressed in months (mean plus standard deviation).
Results. Of 2,552 primary orthotopic liver transplantations,
114 retransplantations were required. Patient survival of
transplantation was 45.6 = 0.7 months, and survival of re-
transplantation was 32.54 = 3.2 months (< 0,001). Conclusion.
Similar to other series, re-OLT was associated with poorer
survival after liver transplantation.

IMPACT OF DONOR
AGE ON SURVIVAL AFTER LIVER

TRANSPLANTATION
R.PECORA; L. HADDAD,' R. BRONZE,' V. ROCHA! W. ANDRAUS,
V. PULGIESE; L. CARNEIRO D"
ICLINICAL HOSPITAL OF SAO PAULO LIVER TRANSPLANT UNIT. SCHOOL OF
MEDICINE UNIVERSITY OF SAO PAULO, SP, BRAZIL.

The discrepancy between the numbers of donor livers and reci-
pients has become a significant problem. Mortality on waiting
list remains high almost universally. A strategy to overcome
this problem is use donors with increased risk of graft failure
(extended criteria donors). Some donor-related factors, inclu-
ding donor age, are supposed to decrease patient and graft sur-
vival. On the other hand, donors with advanced age are a
possible source to expand the pool of donors. Purpose. To
analyze the effect of donor age on survival after liver trans-
plantation. Material and methods. A total of 2.666 liver
transplants performed at different centers (State of Sdo Paulo,
Brazil) were analyzed from July 2006 to February 2012. Ka-
plan-Meier curves were used to analyze patient survival data
with log-rank test analysis for significance. Survival was expre-
ssed in months (mean plus standard deviation). We stratified
the entire cohort in 3 groups according to donor age: < 40
years (group 1); 40-59 years (group 2); > 60 years (group 3).
Results. Donors age range: 2-82 years. Mean donor age:
40.9 = 15.8 years. Mean patient survival: group 1: 45.3 = 0.97
months; group 2: 45.0 = 0.93 months; group 3: 43.4 + 2.0
months (p = 0.789). Conclusion. In this cohort, donor age did
not affect patient survival. Acceptance of liver grafts from older
donors is a possible alternative to expand the pool of donors.

IMPACT OF D-MELD ON SURVIVAL

AFTER LIVER TRANSPLANTATION
R.PECORA! L. HADDAD,! R. BRONZE,' V. ROCHA,' W. ANDRAUS,
V. PUGLIESE, L. CARNEIRO D"

'CLINICAL HOSPITAL OF SAO PAULO LIVER TRANSPLANT UNIT. SCHOOL OF
MEDICINE UNIVERSITY OF SAO PAULO, SP, BRAZIL.

Donor and recipient factors influence the probability of survi-
val after liver transplantation. Donor age, donation after car-
diac death, split liver donors, graft steatosis, serum sodium
and days at intensive care unit are known factors possibly im-
plicated on survival after liver transplantation. MELD score
has been used to estimate mortality on waiting-list for liver
transplantation and has been used as a tool for prioritize sic-
kest patients for transplantation. Post transplant patient sur-
vival depends on both donor quality and preoperative medical
condition. D-MELD, the product of donor age and preoperati-
ve MELD, has been proposed as a strategy for matching do-
nors and recipients avoiding transplants with inferior
outcome. D-MELD scores above 1.600 have been associated
with poorer outcomes. Purpose. Analyze the effect of D-
MELD on survival after liver transplantation. Material and
methods. A total of 2.666 liver transplants performed at di-

fferent centers (State of Sado Paulo, Brazil) were analyzed
from July 2006 to February 2012. Kaplan-Meier curves were
used to analyze patient and graft survival data with log-rank
test analysis for significance. We used a D-MELD score of
1.700 as cut-off. Survival was expressed in months (mean plus
standard deviation). Results: A D-MELD > 1.700 was found
in 606 liver transplants (22.7%). Mean patient survival in D-
MELD > 1.700 group was 36.7 = 1.4 months against 47.4 *
0.7 in D-MELD < 1.700 group (p < 0.001). Graft survival was
poorer in D-MELD > 1.700 group too. Mean graft survival in
D-MELD > 1.700 group was 35.4 = 1.4 months against 43.9%
+ 0.7 in D-MELD < 1.700 group (p < 0.001). Conclusion. D-
MELD is a very simple tool that can assist physicians in ma-
king organ acceptance decisions. Applying D-MELD to liver
allocation ca eliminate many donor/recipient matches associa-
ted with inferior outcome.

FACTORES ASOCIADOS A MORTALIDAD EN

PACIENTES CON CARCINOMA HEPATOCELULAR
M. DOMINGUEZ,' A. GUZMAN2 E. MARTINEZ E,'2 R. LEON'?2
"HOSPITAL DR. DQM/NGO LUCIANI (IVSS), CARACAS, VENEZUELA. 2INSTITUTO
MEDICO LA FLORESTA, CARACAS, VENEZUELA.
Introduccién. La incidencia de HCC se ha elevado mundial-
mente, es la quinta neoplasia mas comun y la tercera causa de
muerte asociada a cancer y constituye una causa importante
de mortalidad en cirréticos (CI). Objetivo. Identificar los fac-
tores asociados con mortalidad en pacientes con HCC. Mate-
rial y métodos. Estudio de casos consecutivos con revision
retrospectiva de historias médicas de pacientes con diagnésti-
co de HCC valorados en consultas de Hepatologia de dos cen-
tros asistenciales de Caracas, entre el 1 de Agosto 1997 y el 27
de mayo 2011. Se evaluaron factores clinicos, epidemiol4gicos
y tumorales asociados a mortalidad en pacientes con HCC.
Para el andlisis estadistico se utilizé el test de Mann-Witney
para variables no paramétricas, test de chi cuadrado para va-
riables paramétricas y curvas de Kaplan Meier para el analisis
de mortalidad. Se realiz6 un anélisis multivariado de regresiéon
logistica. Se tom6 una p < 0,05 como estadisticamente signifi-
cativa. Resultados. Se evaluaron 139 pacientes con diagnés-
tico de HCC, 23 excluidos por informacién insuficiente; se
incluyeron 116 pacientes. Los pacientes se siguieron por una
media de 10,04 + 2,25 meses. La tasa de mortalidad a los seis
meses fue de 31%. No hubo diferencias significativas asociadas
a mortalidad en relacién con edad, sexo, nimero de lesiones o
tamano del tumor. La mortalidad fue significativamente ma-
yor (p = 0,002) en pacientes con estadio D (88,8%), seguido de
estadio C (52%), estadio B (33,33%) y estadio A (14,28%). Los
niveles de alfafetoproteina (p = 0,029), AST (p = 0,033) y
ALT (p = 0,04) estuvieron mas elevados en pacientes que fa-
llecieron en el seguimiento. La mortalidad fue mayor en
pacientes cirrdéticos que en no cirréticos (86,88 vs. 40%,
p = 0,029) y en pacientes con tumores con patrén vascular
tipico (86,79% vs. 55,55%, p = 0,044). Asimismo, los pacien-
tes con consumo de alcohol tuvieron una mayor mortalidad
(p = 0,046). Las curvas de supervivencia (Kaplan Meier) iden-
tificé que niveles de alfafetoproteinas > 20 ug/L y bilirrubina
> 1,5 mg/dL se asociaron significativamente con mortalidad a
seis meses (p < 0,05). En el analisis multivariado el estadio
BCLC (Barcelona Clinic Liver Cancer) y la presencia de inva-
si6n vascular fueron predictores independientes de mortalidad
a los seis meses (p < 0,05). Conclusion. La clasificacion de
BCLC es un excelente sistema prondstico en pacientes con
carcinoma hepatocelular ademas de permitir el abordaje tera-
péutico de estos pacientes, asimismo la presencia de invasiéon
vascular predice el prondstico de los pacientes con hepatocar-
cinoma a mediano plazo.
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COMPLICACIONES EN EL POSTOPERATORIO
INMEDIATO DEL TRASPLANTE HEPATICO.
EXPERIENCIA EN UNA UNIDAD DE CUIDADOS
INTENSIVOS EN LOS ULTIMOS OCHO ANOS
J.C. MONTEJO GONZALEZ' M. CATALAN GONZALEZ,

N. LAZARO MARTIN, S. TEMPRANO VAZQUEZ, R. GARCIA GIJORRO,
L. TERCEROS ALMAZA, J. A. SANCHEZ IZQUIERDO,

C. JMENEZ ROMERO2 M. ABRADELO DE USERA2? E. MORENO GONZALEZ2
'MEDICINA INTENSIVA, UCI-POLIVALENTE. HOSPITAL UNIVERSITARIO “12 DE
OCTUBRE". MADRID, ESPANA. ?CIRUGIA DIGESTIVA Y TRASPLANTE DE ORGAI\_IOS
ABDOMINALES. HOSPITAL UNIVERSITARIO “12 DE OCTUBRE”. MADRID, ESPANA.
Introduccion. El curso postoperatorio inmediato del tras-
plante hepéatico (TxH) esta determinado por diversos factores:
estado preoperatorio del receptor, complicaciones intraopera-
torias, funcién inicial del injerto hepéatico y complicaciones
infecciosas, respiratorias, neurolégicas y hemodinamicas. Ob-
jetivo. Valorar las complicaciones en el postoperatorio inme-
diato del trasplante hepdtico en una Unidad de Cuidados
Intensivos (UCI). Material y métodos. Estudio descriptivo
(ocho anos) en adultos que ingresan en UCI tras recibir TxH.
El manejo fue segtn la via clinica del TxH. Variables analiza-
das: tipo de injerto, patologia de base, gravedad en UCI,
complicaciones en UCI (hemodindmicas, respiratorias, infec-
ciosas, hepéaticas, hematolégicas, metabélico-nutricionales,
renales), estancia y mortalidad. Analisis estadistico con SPS-
Sv11l. Resultados. Durante 2004-2011 ingresaron 530 TxH.
Tipo de injerto: muerte encefalica 432 (81,51%); injerto parcial
split 25 (4,72%); asistolia 53 (10%); donante vivo 12 (2,26%) y
dominé ocho (1,51%). APACHE II: 9,88 + 4,93 y SAPS II:
25,39 + 10,63. Tiempo medio de ventilacién mecénica 11,92 +
49 h y tiempo medio de extubacién 13,25 + 8,21 h. Las com-
plicaciones méas importantes fueron: trombopenia (100%), hi-
perglucemia con necesidad de insulina (90%), disfuncién renal
(60%). La estancia media en UCI fue 4,2 = 8 dias (mediana
cuatro dias, rango 2-80 dias). La mortalidad en UCI fue
5,47%. Los pacientes que fallecieron presentaron mayor edad,
nivel de gravedad al ingreso y presencia de complicaciones gra-
ves (Shock hipovolémico por hemoperitoneo masivo 51,72%,
coagulopatia severa 100%; fracaso renal antrico con necesi-
dad de técnica de depuracién extrarrenal continuo 89,65%;
disfuncién del injerto 58,62%; episodio de rechazo agudo
20,69%, encefalopatia grave 20,69%, polineuropatia del pacien-
te critico 20,69%, sindrome de distrés respiratorio agudo
55,17%, arritmias cardiacas graves 27,58%, complicaciones
quirargicas 14%, shock séptico 44,83%, neumonia asociada a
ventilacién mecénica 37,93%, sepsis grave por catéter 27,59%,
peritonitis bacteriana 6,89% y mucormicosis cutdnea invasiva
10,34%). Todos los pacientes desarrollaron fracaso multiorga-
nico irreversible. Este grupo de pacientes presentaron mayor
estancia en UCI (13 = 14 dias). Conclusiones. 1. El trasplan-
te hepatico presenta una estancia breve en UCI en el postope-
ratorio inmediato. 2. La frecuencia de complicaciones
quirdrgicas es baja. 3. La principal causa de fallecimiento es el
fallo multiorganico secundario a shock séptico. 4. La disfun-
ci6n del injerto implica mayor grado de complicaciones hemo-

rragicas con necesidad de revisién quirargica.

TRASPLANTE HEPATICO EN SINDROME
HEPATOPULMONAR: RESULTADOS DE UN CENTRO
R. MAYORGA MARQUEZ,' P. PADILLA MACHACA,! F. CARRASCO
MASCARO,' R. LOPEZ MARTINEZ,' c.1 RONDON LEYVA,' J. CHAMAN

z
' HOSPITAL NACIONAL GUILLERMO ALMENARA IRIGOYEN, LIMA, PERU.
Introduccién. El sindrome hepatopulmonar (SHP) se caracte-
riza por disfuncién hepatica o hipertensién portal, hipoxemia
arterial y dilataciones vasculares intrapulmonares, anomalias
potencialmente reversibles postrasplante hepéatico (TH). Obje-

tivo. Evaluar las caracteristicas clinico-epidemiolégicas de pa-
cientes con SHP sometidos a TH y su evoluciéon postoperatoria.
Material y método. Revision retrospectiva de historias clini-
cas de pacientes > 14 anos con diagnéstico SHP, trasplantados
de higado, durante 2000-2011. Resultados. Se identificaron
diez casos (10%) de SHP. La relacién hombre:mujer fue 1:1, y
la edad promedio de 38.9 anos (15-61). La etiologia de la cirro-
sis fue hepatitis autoinmune en tres casos (30%), esteatohepati-
tis no alcohdlica dos casos (20%), alcohdlica en dos casos (20%),
un caso de cirrosis criptogénica (10%) y un caso de enfermedad
por depésitos de ésteres de colesterol (10%). Hubo hipertensién
portal clinicamente significativa, cuya manifestaciéon principal
de enfermedad fue sangrado variceal (siete pacientes) y pla-
quetopenia (leve un caso, moderada cinco casos y severa dos
casos). El estatus funcional hepatico fue Child Pugh A un caso
(10%), B seis casos (60%) y C tres casos (30%). E1 MELD pro-
medio fue 18.6 (12-26). La P O, promedio previa al trasplante
fue 52.2 mmHg (23-75), S0, 83.9% (48-93) y la P, ,0, 90
mmHg (58-134). En todos los casos el ecocardiograma con test
de burbuja fue positivo y la gammagrafia con macroagregados
de albimina con captacién cerebral del contraste en promedio
38% (7-77). E1 SHP fue moderado en cuatro casos (40%), seve-
ro en tres casos (30%) y muy severo en tres casos (30%). El
tiempo promedio de seguimiento fue de 36.7 meses (5-89) y la
mortalidad de 10% (un paciente con SHP muy severo). La es-
tancia promedio en la Unidad de Cuidados Intensivos fue de
13 dias (5-34), la duracién de ventilacién mecéanica fue de diez
dias (1-34) y la necesidad de algin tipo de soporte oxigenato-
rio de 13.7 dias (3-40). La principal complicacién respiratoria
fue neumonia en dos casos (20%). La estancia hospitalaria to-
tal fue en promedio 23.6 dias (9-83). La P,O, a siete dias pos-
trasplante promedio fue de 54 mmHg (45-62) y a 30 dias
postrasplante de 89 mmHg (81.4-101). Conclusién. E1 SHP
es una complicacién frecuente en cirréticos candidatos a TH,
cuya causa es desconocida, casi siempre asociada a otras
manifestaciones de hipertensién portal. E1 TH es una medi-
da eficaz en su tratamiento, con una morbimortalidad no
superior a la poblacién de trasplantados hepéticos sin esta
complicacidn.

RECONSTRUCAO DE VARIACAO ARTERIA
HEPATICA DIREITA USANDO UMA TECNICA CARREL
PATCH-PERMITE ORIENTACAO RETA NO

TRANSPLANTE DE FIGADO
MARLON BENITES WELLINGTON ANDRAUS,' LUCIANA BP HADDAD,'
MARCUS P LEMES,' URI BUSCARIOLLI' VINCENZO PUGLIESE,' LUIS

AUGUSTO C D ALBUQUERQUE'
'LIVER TRANSPLANT UNIT, GASTROENTEROLOGY DEPARTMENT, CLINICAL HOSPITAL
OF SAO PAULO SCHOOL OF MEDICINE, SAO PAULO, SP, BRAZIL.

Introducao. Variante anatomia da artéria hepatica é co-
mum, com incidéncia relatada de 20-50%. No transplante de
figado, de volta tabela de reconstrugéo é muitas vezes neces-
sario para uma mais facil e rapida anastomose arterial e para
este fim, o uso de adesivos arteriais tem sido demonstrado es-
tar relacionada com menor incidéncia de complicagbes. No en-
tanto, quando uma variacdo da artéria hepatica direita
(RHAV) a partir da artéria mesentérica superior (SMA) esta
presente, a reconstrucdo ocasionalmente produz problemas de
tor¢ao e de fluxo Desfazer edicoes. Materiales e metodos.
No6s desenvolvemos uma alternativa cirtrgica para recons-
truc¢io RHAV usando um Carrel-patch da SMA anastomo-
sando com o stumpto artéria esplénica para permitir a
orientacdo vertical e melhorar o fluxo sanguineo. Resulta-
dos. Entre os 120 transplantes de figado, 4 casos consecuti-
vos de RHAYV foram reconstruidos usando esta técnica. Todos
apresentavam bom fluxo e permeabilidade no periodo. Con-
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clusdo. A reconstrugéo proposto mostrou ser o melhor quan-
do comparado com outras opgoes.

CHOLESTASIS AND
CHRONIC AUTOIMMUNE DISEASES

PROGRESIVE FAMILIAL CHOLESTASIS TYPE 3
(PFIC3). FAVORABLE RESPONSE TO
URSODEOXICOLIC ACID (UDCA). EVOLUTION OF
MORE THAN 8 YEARS
B. FRIDER,' A. BRUNO,' M. AMANTE,' D. JARA? L. ALVAREZ GARCIA®
THOSPITAL GENERAL DE AGUDOS DR. C. ARGERICH, UNIVERSITY OF BUENOS AIRES,
ARGENTINA. 2RESEARCH UNIT. LA PAZ UNIVERSITY HOSPITAL. MADRID, SPAIN.
Progressive familiar intrehepatic cholestasis is a group of rare
hereditary diseases as a result of mutations in the canalicular
transport systems. The PFIC3 is a consequence of a mutation
in the ABCB4 gene with a dysfunction of a phosphatidylcholi-
ne flipasa (MDR3); as a result of the absence of secretion of
phospholipids, maintaining the release of bile acids and gene-
rating damage on the membrane of the cholangiocyte thega-
maglutamiltranspeptidase (Ggt) rise. Aim. To present a
PFIC3 case with a clinical, biochemical and histological impro-
vement after treatment with UDCA. Case: male patient, 23
years old with severe cholestasis diagnosed as PFIC3 by gene-
tic analysis (2 mutations in the gene MDR3, ABCB4), both in
heterozygosis and absence of canalicular MDR3 by immuno-
histochemical staining. The index case was a brother who died
at 17 years, by upper gastrointestinal bleeding (esophageal va-
rices) and cirrhosis with severe cholestasis in the liver biopsy
(BX). After 56 months of treatment with UDCA (15 mg/kg/d)
the patient evolves with disappearance of the cholestasis with
an improvement of liver fibrosis in consecutive biopsies. Dis-
cussion. The PFIC3 is a progressive disease of children and
youth. The optimal strategy for the treatment has not been
established. Liver transplant is an option. Some studies
showed that using UDCA in children may improve the histolo-
gy. The mechanism of action has not been clarified. In the
PFIC3 with partial defect of the MDR3 with a residual concen-
tration of phospholipids in the light of cholaniocytes, UDCA
could generate an improvement associated with an early onset

of treatment.

CLINICAL FEATURES AND EPIDEMIOLOGY OF
PRIMARY BILIARY CIRRHOSIS IN URUGUAY
A. SANCHEZ,' N.HERNANDEZ<'2 D. CHIODI' R. CACERES,?

J. BERRUETA,' G.ROBAINA,* C.POLLIO;* G. MESCIA®
TGASTROENTEROLOGY CLINIC, CLINICAL HOSPITAL, MEDICINE UNIVERSITY,
MONTEVIDEO. *HEPATOBILIOPANCREATIC UNIT, ASOCIACION ESPANOLA 1ERA. DE
SOCORROS MUTUOS, MONTEVIDEQ. 3EVALUATION UNIT. DEPARTMENT OF MEDICAL
EDUCATION, MEDICINE UNIVERSITY, MONTEVIDEO. “‘GASTROENTEROLOGY SERVICE,
MACIEL HOSPITAL, MONTEVIDEO.

Purpose. The Primary Biliary Cirrhosis (PBC), is a chronic
hepatopathy, cholestatic autoimmune, produced by the infla-
mmation and destruction of the interlobular bile ducts. It’s
more frequent among female patients (10/1), during the fifth
decade of life and 50 out of 60% of the patients are asympto-
matic to the diagnostic. The objective was to describe the clini-
cal and epidemiologic characteristics of patients with PBC in
Uruguay. Material and methods. It was a descriptive study
of an open cohort, in where all the diagnosed patients with
PBC were included, treated between January 2002 to Septem-
ber 2011. The diagnosis was based on the cholestasis. AMA o
(AMA2) or positive ANA (anticentromere patron) and compa-
tible biopsy. There were recorded, sex, age, symptoms, related

illnesses, laboratory results, images and histology at the mo-
ment of the diagnosis. Results. 81 patients were included
(94% women), average age 56 years old (31- 79). The 73% (59 /81)
were symptomatic, and the pruritus was the most frequent found
on 86% (51/59). The asthenia and jaundice were on the 46
(27/59) and 32% (19/59) respectively. The 84% presented posi-
tive AMA. 43% of the patients were biopsied (35/81) and the
37 % of them (13/35) cirrhosis was detected. Ascites was noted
on the 10% (8/80). On the 43 % of the patients it was detected
at least one autoimmune illness associated. The average sur-
vival of the studied population was 10, 6 years. (8, 8-12,4:
IC95%). Conclusions. In this group, the PBC presented an
important prevalence on women, a high percentage on
symptomatic patients and on a fourth of the analyzed serie it
was shown the presence of cirrhosis at the moment of the
diagnostic.

DECOMPENSATION SEVERE OF AUTOIMMUNE
HEPATITIS BY VIRUS HEPATITIS E INFECTION:
CASE REPORT
V. _VALENZUELA,' Y. SURCO,! J. HUERTA-MERCADO: J. PINTO,?

R. DE LOS RIOS,2 A. PISCOYA2 R. PROCHAZKA2 A. ZEGARRA,?
E.A. BRAVO?

IFACULTY OF MEDICINE, CAYETANO HEREDIA UNIVERSITY-LIMA. 2 HOSPITAL
CAYETANO HEREDIA-LIMA.

Introduction. Viral infections sometimes lead to decompen-
sation of autoimmune liver disease. Case report. Female pa-
tient, 16 years old, asymptomatic, without history of
transfusions, surgeries, alcohol or drug consumption. After a
trip, she developed symptoms like asthenia, fever, jaundice,
dark urine, and then abdominal pain on right upper quadrant.
In our hospital, she was diagnosed with viral hepatitis E in-
fection. At follow-up examinations, they identified persistent
elevation of aminotransaminases and prolonged prothrombin
time (aprox. 6 month), so the doctors decided to stay in the
hospital. Clinical examination showed a no consumptive pa-
tient with skin and mucous jaundice, liver palms and hepato-
megaly, without evidence of encephalopathy. Auxiliary tests.
AgVHBs, Anti HBc and Anti HCV: No Reactive. HEV IgM:
Reactive. ANA, ASMA, Anti LKM-1 and AMA: Negative. HIV:
No Reactive. Serum ceruloplasmin and copper levels, transfe-
rrin saturation, ferritin and alpha 1 anti trypsin in normal
ranges. Liver biopsy revealed distorted liver parenchyma with
the presence of portal fibrous bridges holder, mixed inflamma-
tory infiltrate with predominance of lymphocytes and plasma
cells; which crossed the limiting plate. The diagnosis was
chronic liver disease, which was associated to viral chronic in-
fection for VHE or secondary to autoimmune hepatitis.
However chronic infection for VHE is associated with
immunosuppression, a condition not present in the patient.
The patient was treated with prednisone and azathioprine
autoimmune hepatitis. On the fourth month of starting treat-
ment aminotransaminases and prothrombin time were normal.
Conclusion. This was the evolution of a case of decompensa-
tion severe of autoimmune hepatitis by virus hepatitis E in-

fection.

CLINICAL AND EPIDEMIOLOGICAL FEATURES OF
NEONATAL CHOLESTASIS IN HOSPITALIZED
PATIENTS. INSTITUTO NACIONAL DE SALUD DEL

NINO. 2011
J. CUCHO," L. VALDIVIESO," A. ORMENO,' J. TARRILLO?
"INSTITUTO NACIONAL DE SALUD DEL NINQ. LIMA, PERU. 2ASOQ/ACION PERUANA
PARA EL ESTUDIO DEL HIGADO (APEH), PERU.
Purpose. To describe the clinical and epidemiological charac-
teristics of neonatal cholestasis in the Instituto Nacional de
Salud del Nino, 2011. Material and methods. The sample
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consisted of 48 infants with a diagnosis of cholestasis. We
analyzed the variables sex, age at diagnosis, gestational age
and birth weight, perinatal and postnatal history, place of ori-
gin, presenting symptoms, clinical examination signs and
etiology of cholestasis. After that, we developed a database of
SPSS 15 and then, we analyzed the variables. Results. There
was a predominance of male infants (70.8%), term infants
(62.5%) and normal weight (58.3%). The average age was
112.42 days, 29.2% patients were seen within the first 2 months
of age. The most common symptoms were jaundice (100%),
choluria (70.8%), hipocolia (56.6%) and acholia (12.5%). The
different causes of cholestasis were: biliary atresia (29.2%),
cytomegalovirus infection (12.5%), thick bile syndrome
(6.3%), idiopathic neonatal hepatitis, cyst common bile duct,
inborn error of metabolism and progressive familial intrahe-
patic cholestasis in 4.2%. The diagnosis could not be found in
13 patients (27.1%). Conclusions. The clinical and epidemio-
logical data obtained in this study are similar to those repor-
ted by different series of neonatal cholestasis.

ANALYSIS OF THE INFLUENCE
OF THE ABCB11 1331T>C POLYMORPHISM ON
FUNCTIONAL INTERACTIONS AT THE BSEP
TRANSPORTR PROTEIN ACTIVE SITES AND

DRUG-INDUCED LIVER INJURY (DILI)
A. GONZALEZ-JIMENEZ,' E. ULZURRUN!* C. STEPHENS,™ M.
ROBLES™, M.R. CABELLO,™ I. MEDINA-CALIZ,* I. MORENO,'* H.
HALLAL2 J.M. MORENO; A.F. GONZALEZ,' M.. LUCENA™ R.L
ANDRADE ™

'INSTITUTE OF BIOMEDICAL RESEARCH IBIMA MALAGA. UNIVERSITY HOSPITAL

VIRGEN DE LA VICTORIA. UNIVERSITY OF MALAGA. MALAGA, ESPANA. >HOSPITAL

MOHALI:-'S MESEGUER, MURCIA, ESPANA. SHOSPITAL OF ALBACETE, ALBACETE,

ESPANA. "BIOMEDICAL RESEARCH CENTRE NETWORK LIVER AND DIGESTIVE
DISEASES (CIBEREHD).

Objetives. The BSEP (bile salt export pump) is a membrane
transporter, present in hepatocytes, responsible for the elimina-
tion of bile salts via the bile canaliculus. To perform its func-
tion BSEP requires simultaneous binding of ATP and TAU
(taurocholate) substrates. Purpose. To analyze the role of the
ABCBI11 1331 T>C polymorphism in the development of DILI
induced by ibuprofen and amoxicillin-clavulanate. Material
and methods. The BSEP amino acid sequence was obtained
from www.uniprot.org. Molecular modeling of the functional
domain corresponding to the T and C allele sequences was per-
formed using the swiss-model service. The igemdock program
was used to calculate docking scores. The ABCBI11 1331T>C
polymorphism was genotyped in 46 DILI patients induced by
amoxicillin-clavulanate (n = 39), ibuprofen (n = 6) or amoxici-
llin (n = 1), using Tagman probes. Results. The presence of
the C allele (corresponding to an alanine in the protein) modi-
fies the active sites of TAU and ATP, slightly decreasing the
binding affinity for these substrates.For the amoxicillin-clavu-
lanate cases the C allele (66% of the patients) promotes the
occupation of both the active sites (but not for amoxicillin or
clavulanic acid separately). In addition, new binding sites appear
that interact with the drug’s aromatic ring through Van der
Waals forces, which can alter the excretory function of the pro-
tein and the retention of cytotoxic compounds in the hepatocyte.
In case of ibuprofen the C allele (83% of the patients) only resul-
ted in an altered interaction at the TAU active site, in conjunc-
tion with the formation of new drug binding sites. Conclusions.
Patients carrying the C allele have an increased risk of liver toxi-
city when exposed to amoxicillin-clavulanate and ibuprofen, due
to the occupation of both the TAU and ATP active sites and the
ATP active site alone in amoxicillin-clavulanate and ibuprofen
case, respectively. New binding sites owing to the C allele, have a
higher affinity for aromatic rings present in these drugs. These

data suggest that the occupation of TAU and ATP sites together
with an increase in the number of drug binding sites, could re-
sult in increased exposure of hepatocytes to bile salts (TAU) and
the drug, increasing the risk of liver toxicity.

HEPATITIS AUTOINMUNE

DE PRESENTACION AGUDA
C. PAVEZ AZURMENDI, C. LOPEZ VILA!' J. CORDERO ORELLANA,
JP. MIRANDA OLIVARES, M. BRAHM SMART,! W. CHANG GUIDOTTI,!
C. CHESTA ALEGRIA' G. SMOK SAID,> J. PONIACHIK TELLER,'
) J. BRAHM BARRIL'3
1 SECCION GASTROENTEROLOGIA, HOSPITAL CLINICO UNIVERSIDAD DE CHILE

(HCUCH), SANTIAGO, CHILE. 2ANATOMIA PATOLOGICA, HOSPITAL CLINICO
UNIVERSIDAD DE CHILE (HCL/CH), SANTIAGO, CHILE. SDEPARTAMENTO DE
GASTROENTEROLOGIA CLINICA LAS CONDES (CLC), SANTIAGO, CHILE.
Introduccion. La hepatitis autoinmune (HAI) es una he-
patopatia crénica y progresiva de etiologia desconocida, carac-
terizada por autoanticuerpos e Ig G elevadas. Tiene
comportamiento heterogéneo y fluctuante, desde presentacion
asintomaética hasta hepatitis aguda severa y fulminante. Ob-
jetivo. Analizar caracteristicas clinicas, de laboratorio, histo-
légicas y evolucién de pacientes con HAI de presentaciéon
aguda. Material y métodos. Se realiz6 una revision retros-
pectiva de pacientes con HAI de presentacion aguda en HCU-
CH y CLC entre 2003 y 2011. Se clasificaron en tres grupos:
A) HAI fulminante: protrombina (TP) < 50% asociado a ence-
falopatia. B. HAI severa: TP < 50% y C) HAI aguda: bilirrubi-
na total (BT) > 10 mg/dL y/o transaminasas mayor a 15 veces
el valor normal. Se descartaron otras causas de hepatitis agu-
da. Resultados. Se incluyeron 58 pacientes, siete (12%) en
grupo A, 19 (33%) en grupo B y 32 (55%) en grupo C, edad
promedio 48 = 15 anos (16-82), sexo femenino siete pacientes
(100%) en grupo A, 13 (68%) en grupo B y 27 (84%) en grupo
C. BT (mg/dL) fue 22 + 10 en grupo A, 16 = 8 en grupo By
12 + 9 en grupo C (p < 0.002 entre A y C), SGPT (mg/dL) fue
1,795 = 1,139 en grupo A, 1,236 = 522 en grupo By 1,352 +=
590 en grupo C (p NS), TP (%) fue 26 = 12 en grupo A, 42 = 9
en grupo B, 71 = 13 en grupo C (p < 0.008). En marcadores
de autoinmunidad se encontr6 ANA (+4) en cuatro pacientes
(67%) del grupo A, 14 (74%) del grupo B, dos (81%) del grupo
C (p NS), ASMA(+) en tres pacientes (50%) del grupo A, siete
(41%) del grupo By 15 (71%) del grupo C (p NS) e Ig G sobre
el valor normal en cuatro pacientes (80%) del grupo A, 13
(72%) del grupo B y 19 (76%) del grupo C (p NS). En biopsia
se observé hepatitis crénica en seis pacientes (86%) del grupo
A, 12 (63%) del grupo B, 27 (84%) del grupo C (p NS), necro-
sis en siete pacientes (100%) del grupo A, 14 (74%) del grupo B
y 14 (44%) del grupo C (p < 0.006), fibrosis en dos pacientes
(33%) del grupo A, nueve (47%) del grupo B y 25 (78%) del
grupo C (p NS). Se trasplantaron cuatro pacientes del grupo
A. Conclusion. HAI de presentaciéon aguda puede tener evo-
lucién catastréfica. Afecta principalmente a mujeres de cual-
quier edad. Marcadores de autoinmunidad y valor de
transaminasas no diferencian distintos tipos de HAI de pre-
sentacién aguda. El grado de necrosis en biopsia hepética se-

ria factor de mal prondstico.

HEPATIC TUMORS

HEPATIC EPITHELIOID HEMANGIOENDOTHELIOMA:
DIAGNOSTIC AND THERAPEUTIC IMPLICATIONS OF

AN INFREQUENT NEOPLASIA: A CASE REPORT
J. MENENDEZI, M. VALVERDE', G. ARDAO', A. MASLLORENS!,
M. HARGUINDEGUY', A. ETTLIN', A. LEITES', K. RANDO',
P. SCALONE!, S. GERONA'
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'UNIDAD BI-INSTITUCIONAL DE TRASPLANTE HEPATICO: HOSPITAL DE CLINICAS -
HOSPITAL CENTRAL DE LAS FUERZAS ARMADAS, MONTEVIDEO, URUGUAY.
Purpose. Multifocal hepatic epithelioid hemangioendothelio-
ma is a vascular origin tumor characterized by a low-grade
malignancy endothelial proliferation it’s a very rare neoplasia.
We report the first liver transplantation for this disease in
Uruguay, and perform a brief review. Materials and
methods. Case report and literature review. Results. 52 year
old woman diagnosed with breast ductal carcinoma (02/2009)
mucinous type, stage “Ia”, complete oncologic treatment.
At 11/2010, in outpatient control showed a slight increase of
gamma-glutamyl transpeptidase and phosphatase alkaline.
Abdominal CT showed 11 nodular lesions from 12 to 29 mm
compatible with multiple liver metastatic lesions. A laparosco-
py evidence metastatic liver appearance, directed biopsy was
performed. Pathology report. Diffuse and infiltrating prolife-
ration of medium size cells, arranged predominantly in isola-
tion. Individually the cells presents an hyperchromatic
eccentric nuclei, and often have intracytoplasmic vacuoles,
some of which show red blood cells. Shows scarce stromal tis-
sue predominantly fibrous connective. The cells are intensely
and diffusely positive for Vimentin, CD3, CD34 and less inten-
sity for factor VIII markers. Discussed the case in multidisci-
plinary team is decided to perform a liver transplant. Entered
to the waiting list in 28/07/2011, transplanted on 09/02/2012
and discharged 15/02/2012. Conclusions. Entity first descri-
bed in 1982, estimated incidence of primary liver less than 0.1
case/100.000 inhabitants/year. Most frequent in young adults,
female and Caucasian. Clinical presentation: mostly asympto-
matic, and mimic multiple liver metastatic lesions in CT and
US. In this case the treatment is liver transplantation. The
prognosis is very favorable with 5 years survivals between

54.5% and 83% in largest series.

INCIDENCE AND RISK FACTORS FOR
HEPATOCELLULAR CARCINOMA IN PATIENTS
WITH CHRONIC HEPATITIS B IN BELO HORIZONTE
(BRAZIL)

! LD. SILVA'? E. BASSETTI-SOARES,'
R.D. CAMBRAIA! CM. GUIMARAES!'2 R. TEIXEIRA'2
" CLINIC OF VIRAL HEPATITIS, CLINICAL HOSPITAL, FEDERAL UNIVERSITY OF MINAS
GERAIS, BELO HORIZONTE, BRAZIL. 2SCHOOL OF MEDICINE, FEDERAL UNIVERSITY
OF MINAS GERAIS, BELO HORIZONTE, BRAZIL.

Objectives. This study evaluated the incidence and risk fac-
tors for HCC in the last decade in a Reference Center for Viral
Hepatitis in Belo Horizonte (Brazil). Material and methods.
Demographic and clinical data of patients admitted to hospital
for treatment of hepatitis B in the last 10 years were analy-
sed. Confirmatory methods of HCC were CT and/or MRI. Al-
cohol abuse was considered as ingestion of alcoholics over 30 g
and 20 g for men and women, respectively, for at least one
year. Results. 404 patients were eligible for analysis. The in-
cidence of HCC in HBV patients was 5.7% in 10 years. 87.0%
patients with HCC were male, 60.9% aged > 50 years,
87.0% were cirrhotic, 66.7% had HBVDNA > 2,000 IU/mL
(8.2.10" = 1.9 .10f IU/mL). 65.2% patients were HBeAg nega-
tive, 61.9% smokers and 50.0% alcoholics. Risk factors for HCC
were age > 50 years (mean 52.4vs. 43.7, p = 0.001), alcoholism
(p = 0.006), smoking (p = 0.027) and cirrhosis (p < 0.001), but
cirrhosis was the only risk factor for HCC in the multivariate
analysis (OR = 16.85, 95% CI 4.90-57.87, p < 0.001). No asso-
ciation among HBeAg status, higher HBV DNA load and HCC
were observed. Conclusions. Cirrhosis was the main risk fac-
tor to HCC in male patients > 50 years, regardless the HBV
DNA load or the status of HBe antigen. This study reiterates
the importance of systematic screening of HCC in patients with
chronic hepatitis B with these characteristics.

HEPATOCARCINOMA IN CHILDREN: THIRTEEN-
YEARS EXPERIENCE OF A PEDIATRIC ONCOLOGY
TEAM IN PERU
G PAREDES GUERRA,' TARRILLO J,' VASQUEZ L,' SCHILDER J,'
YABAR J," AVILA I
'"REBAGLIATI HOSPITAL, LIMA, PERU.

Purpose. To describe the epidemiology, treatment and outco-
me of hepatocarcinoma in children from Peru. Material and
methods. A retrospective review type cases serie of children
less of 18 years old with the diagnosis of hepatocarcinoma
treated in our institution (Rebagliati Hospital) from January
1999 to March 2012. Data collected included demographic, cli-
nical radiologic, pathologic, treatment and outcome. Results.
There were 19 patients with the diagnosis of hepatocarcino-
ma. Their median age was 8 years old. There were 5 girls and
14 boys (relation 1/3). Procedents of coast 52.6%, mountains
36.8% and forest only 10.5%. The main signs were hepatome-
galy, abdominal mass, vomiting, weight loss, anemia and
pain. Only 7 patients (37%) received hepatitis B vaccine, 6 pa-
tients (31.7%) had chronic hepatitis B of these patients all
(100%) did’nt receive hepatits B vaccine. Only one case had
metabolic disease: Tirosinemia. The alphafetoprotein median
level at diagnosis was 86,940 ng/mL (range from 300 to
349,650). The SIOPEL stages were Pretext 4: 26%, Pretext 3:
58%, Pretext 2: 15% and Pretext I: 0%. Five patients (26.3%)
had initial metastases (lung, brain and skin). The histology
was epithelial hepatocarcinoma in all cases and 4 (22%) had
cirrhosis. Four patients had primary surgery (one patient
submitted transplant who had Tirosinemia and three patients
had liver resection), three patients after surgery received che-
motherapy but only who received chemotherapy with sorafe-
nib is alive. 15 patients had unresectable disease at beginning;
of these last patients, 4 received chemotherapy alone (based
on SIOPEL protocols), 5 patients received systemic chemothe-
rapy with hepatic intra-arterial doxorubicin; and 6 patients
received systemic chemotherapy and sorafenib, after this
treatment in eleven patients (73.3%) the tumor decrease and
they can submitte to surgery. The 4 patients with cirrhosis all
died but only one had Ag HBs positive too. Of 6 patients with
AgHB (+) all received lamidovudina during the treatment, 5
died (83.3%) by relapsed or progression of disease but only one
is alive of hepatocarcinoma with viral charge negative for
hepatitis B. At the moment, there are 6 patients alive without
disease and 13 patients died (5 had disease progression, 5 re-
lapsed, 2 post-chemotherapy complication and 1 liver failure).
The survival global for 6 survivors is 3.6 years (range from 1
year to 6 years). Conclusions. Hepatocarcinoma is a bad
prognosis disease. The initial approach and multidisciplinary
treatment is very important in improving the outcome. The
hepatitis B vaccine decreases the risk of hepatocarcinoma in
infants and the prognostic is poor if the patient didn’t receive
hepatitis B vaccine. The role of sorafenib in children with he-
patocarcinoma is still uncertain even the patients with this

drug didn’t have relapse.

IMPACT OF A SURVEILLANCE
PROGRAM OF HEPATOCELLULAR
CARCINOMA IN A REFERENCE
SERVICE OF LIVER DISEASE IN URUGUAY

§12 YEARS OF EXPERIENCE
S. GERONA,' J. MENENDEZ,' M. VALVERDE,' P. SCALONE,'
A. ROCCA,' M. HARGUINDEGUY,' A. ETTLIN,' A. LEITES,
C. CAVALCANTE," S. GONZALEZ'
'CENTRO NACIONAL HEPATO-BILIO-PANCREATICO - HOSPITAL CENTRAL DE LAS
FUERZAS ARMADAS. MONTEVIDEO - URUGUAY.
Purpose. Early diagnosis of hepatocelular carcinoma (HCC)

permit to establish allegedly curative treatments. The aim of
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this study is to evaluate the utility of a surveillance program
in our population of cirrhotic patients. Material and me-
thods. A descriptive, observational retro-prospective study of
the patients with HCC (included or not in surveillance pro-
gram). The survey was retrospective in 01/01/2000-31/08/2010
and prospective 31/08/2012-31/01/2012. For diagnosis, sta-
ging, and treatment were taken Barcelona Clinic Liver Cancer
(BCLC) and Milan criteria. The monitoring program was
scheduled as recommended by American Association for the
Study of Liver Disease. Were analyzed: age, gender, liver di-
sease, etiology, BCLC and Milan staging criteria. Results. Of
the 75 patients included, 47% were diagnosed under a survei-
llance program. Of these, 80% were within Milan criteria. Re-
garding BCLC, 76% were in stage A, 6% B, 6% C, and 12% D.
The most common etiology was alcoholic liver disease (ALD)
in 40%. In the group not under surveillance program (53% of
total) most diagnoses were incidental or presenting symptoms
of advanced disease. 90% were outside Milan criteria. Accor-
ding the BCLC, 62% were in stage D, 28% C, 7% B, and 3% A.
ALD was also the most common etiology in 80% cases. In 26
patients (35%) were established supposedly curative treat-
ments (of which 77% were transplanted, 23% surgical resec-
cion or ablative therapy). Of these, 74% were from de
surveillance group, and 2% from not surveillance group. Con-
clusions. Most patients under surveillance were diagnosed in
early stages, with the possibility of allegedly curative treat-
ments.

EPIDEMIOLOGICAL
ASPECTS OF HEPATOCELLULAR
CARCINOMA IN A REFERENCE CENTER OF URUGUAY
(12 YEARS EXPERIENCE)

S. GERONA,! ' J. MENENDEZ,' P. SCALONE,' A.
ROCCA,! M. HARGUINDEGUY,' A. ETTLIN,' ALEITES,! P. MARTINEZ'
S. GONZALEZ!

"CENTRO NACIONAL HEPATO-BILIO-PANCREATICO - HOSPITAL CENTRAL DE LAS
FUERZAS ARMADAS. MONTEVIDEO, URUGUAY.

Purpose. Contribute to the knowledge of aspect related to epi-
demiology, diagnosis and staging of hepatocellular carcinoma
(HCC) in Uruguay according to experience in our center. Ma-
terial and methods. A descriptive, observational retro-pros-
pective study of the patients with HCC was performed. The
survey was retrospective in 01/01/2000-31/08/2010 and pros-
pective 31/08/2012-31/01/2012. For diagnosis, staging, and
treatment were taken Barcelona Clinic Liver Cancer (BCLC)
and Milan criteria. Were analyzed: age, gender, liver disease,
etiology, Child-Pugh score (CTP), BCLC and Milan criteria.
Results. Of 78 patients with HCC, 91% were men. The mean
age was 60 years. 96% were cirrhotic. Within non-cirrhotic
(4%), 66% were NASH. Within the group of cirrhotic patients,
62% had alcoholic cirrhosis, 52% as only noxa, 10% associated
with other (HBV, HCV, and hemochromatosis). Other etiolo-
gies: 18% HCV, 7% HBV, 4% hemochromatosis, 3% NASH,
autoimmune hepatitis 3% and 3% co-infection HBV / HCV.
According to the staging of CPT, 23% were stage A, 43% stage
B and 34% stage C. 42% was within Milan criteria, 74% of
them as a single lesion < 5 cm in diameter, and 26% with < 3
lesions < 3 cm. 58% who were outside the Milan criteria, most
presented with multiple lesions or with diameters > 3 cm, but
unusual presentation metastatic or vascular invasion Regar-
ding BCLC staging, 36% were in stage A, 7% stage B, 19% sta-
ge C and 38% stage D. Conclusions. In our series general
epidemiological characteristics were similar to reported in the
region. Highlights the difference a higher prevalence of alco-

holic liver disease over HCV.

SURVIVAL PROGNOSTIC FACTORS FOR
CIRRHOTIC PATIENTS WITH HEPATOCELLULAR
CARCINOMA
L MENDEZ' F MOISAN,2 M SLAKO,2 M ROA? M CORTAZARS | DIAZS
L MENESES P DOMINGUEZ,' N JARUFE,2 J MARTINEZ,2 A SOZA,
RM PEREZ,' R GONZALEZ,' M ARRESE, F BARRERA,' C BENITEZ'

' GASTROENTEROLOGY DEPARTMENT. 'DIGESTIVE SURGERY DEPARTMENT.
3INTERNAL MEDICINE DEPARTMENT. “RADIOLOGY DEPARTMENT. *ALUMN OF THE
MEDICAL SCHOOL. MEDICINE FACULTY. PONTIFICIA UNIVERSIDAD CATOLICA DE
CHILE. SANTIAGO, CHILE.

Purpose. Hepatocellular carcinoma (HCC) is one of the main
causes of death among cirrhotic patients. It is critical to know
the factors related to its prognosis. The purpose of this study
is to analyze the variables related to survival in a cohort of ci-
rrhotic patients diagnosed with HCC in our centre. Material
and methods. We retrospectively evaluated a cohort of cirr-
hotic patients diagnosed with HCC in our centre between 2001
and 2010. Clinical and demographic variables were registered
as well as the treatments employed and survival. The tumoral
stage was defined employing BCLC staging system. The follo-
wing strategies were defined as treatments with curative in-
tention: Liver transplantation planified liver resection, and
radiofrequencyablation in cases of no more than three tu-
mors, no bigger than 3 cm each. We employed Kaplan-Meier
curves and log Rank tests to compare different survivals and
Cox regression to identify prognostic factors. Results. 158
patients we evaluated, median age 65 year old (60-72), male
69%. The follow up length was 25 + 20 months. In 68% of the
patients any treatment was performed (trans-arterial chemoe-
mbolization, alcoholization, radiofrequency ablation, planified
liver resection or liver transplantation) and in 45% of them
the treatment had a curative intention (curative group).
Three year survival in the curative group was 72% vs. 51% in
the non curative group (Log Rank = 0,012). Variables asso-
ciated to a reduced survival were a tumoral size > 55 mm, (HR
1,87 IC 95% 1,04-3,4), extrahepatic metastasis (HR 3,2 IC95%
1,2-8) and alpha fetoprotein > 22 UI/mL (HR 0,2 IC 95% 1,2-
4,8). BCLC stage A (HR 0,6 1C95% 0,31-0,98) and liver trans-
plantation (HR 0,2 IC95% 0,1-0,9) were associated to a
reduced mortality at three years. In multivariate analysis, ex-
trahepatic metastasis and lymphadenopaties were associated
to a higher mortality at three years (HR 3,95 and 3,57 respec-
tively). In the curative group liver transplantation was asso-
ciated to a reduced three years mortality (HR 0,3 IC95%
01-0,7). In the palliative group extrahepatic metastasis and
BCLC stage D were associated to a higher mortality in the
multivariate analysis (HR 13,1 and 6,2 respectively). Conclu-
sion. Extrahepatic metastases and tumoral lymphadenopaties
were predictive factors independently related to a reduced sur-
vival in HCC patients. In patients whom received treatments
with non curative intention, extrahepatic metastases and
BCLC stage D were predictive factors related to a reduced sur-
vival. In the group who received treatments with curative in-
tention, liver transplantation was the only variable

independently related to a higher survival.

CARACTERISTICAS CLINICO-EPIDEMIOLOGICAS
DEL CARCINOMA HEPATOCELULAR, EN EL
DEPARTAMENTO DEL APARATO DIGESTIVO DEL
HNERM. Es-SALUD. LIMA, PERU
J. DIAZ FERRER,! C. BUSTIOS SANCHEZ<!' R. ROMAN VARGAS,!

M. QAVALOS moscoL, ' “E ZUMAETA VILLENA'
TGASTROENTEROLOGO. SERVICIO DE HIGADO, HOSPITAL NACIONAL EDGARDO
REBAGLIATI MARTINS, LIMA, PERU.

Introduccion. El carcinoma hepatocelular (CHC) es la quin-
ta causa de mortalidad por cancer en el mundo y en la actuali-
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dad constituye un problema de salud publica, las caracteristi-
cas epidemiolégicas varian de acuerdo con cada pais o region,
por lo que se hace necesario la identificacién de estas caracte-
risticas en cada poblacién. Objetivo. Determinar las caracte-
risticas clinico-epidemiolégicas de los pacientes con
diagnéstico de CHC. Material y métodos. Estudio prospecti-
vo longitudinal que incluy6 a todos los pacientes con diagnds-
tico de carcinoma hepatocelular, basado en dos o mas estudios
radiolégicos tipicos de una lesién hepéatica > 2 cm o un estudio
radiografico y nivel de AFP > 200 ng/mL para el caso de pa-
cientes cirrdticos y con confirmacién histolégica para los pa-
cientes sin cirrosis, que ingresaron al Departamento de
Aparato Digestivo del HNERM-EsSalud entre el 1 de agosto
2007 y el 31 de febrero 2012. Resultados. Se incluyeron 131
pacientes con edad promedio de 63.7 anos (16-92). E1 50% fue-
ron varones, y 85% tenia cirrosis. La edad promedio de éstos
fue de 68,1 anos, siendo en los pacientes no cirréticos 38,1
anos (p < 0,001). La etiologia asociada més frecuente fue el vi-
rus de hepatitis B con 38%, seguida de etiologia no determina-
da/criptogénica 21% y el virus de hepatitis C 18%. Si se
considera la etiologia en los pacientes sin cirrosis, 89% fueron
relacionados con hepatitis B. S6lo 54% de los pacientes se en-
contraban en programa de despistaje y inicamente 59% tuvo
niveles de alfa fetoproteina > 200 ng/mL. En los pacientes con
cirrosis hepatica, s6lo 13% tenia una clasificacion BCLC tem-
prana (A) y s6lo 47% de la poblacién recibié algiin tratamiento
dirigido al manejo del CHC. El 80% de pacientes en estadio
temprano de la clasificaciéon BCLC fueron sometidos a alguna
terapia con intensién curativa y 20% de éstos lograron un
trasplante hepatico. Conclusiones. El 85% de los pacientes
con CHC se desarrollan en el contexto de pacientes cirréticos.
La edad promedio fue de 63.7 anos y la etiologia principal es la
asociada con el virus de hepatitis B, principalmente en pacien-
tes no cirrdticos. A pesar de que 59% de pacientes se encontra-
ban en programa de despistaje, sélo se pudieron identificar
13% de pacientes en estadios tempranos.

ALCOHOLIC LIVER
DISEASE AND FATTY LIVER

SMOKING AND NON ALCOHOLIC
FATTY LIVER DISEASE IN A GROUP OF MEXICAN
PATIENTS. THE ROLE OF OXIDATIVE STRESS.
APILOT STUDY
G. PONCIANO-RODRIGUEZ,! Y. GUTIERREZ-GROBE2 R.A. MORALES,'
V. SANCHEZ-VALLE2 N.C. CHAVEZ-TAPIA2 M. URIBE?
N. MENDEZ-SANCHEZ?

'FACULTY OF MEDICINE. NATIONAL AUTONOMOUS UNIVERSITY OF MEXICO (UNAM)
MEXICO CITY, MEXICO. 2LIVER RESEARCH UNIT, MEDICA SUR CLINIC & FOUNDATION,
MEXICO CITY, MEXICO.

Background and aim. There is evidence suggesting that
smokers, even showing a lower body mass index, tend to accu-
mulate visceral fat. Exposure to cigarette smoke causes high
oxidative stress and stimulates lipid accumulation in the liver.
The aim of this study is to investigate the prevalence and the
factors associated with NALFD in a group of heavy smokers.
Material and methods. We included a cohort of 47 smokers
who attended a tobacco cessation unit. Anthropometric and
biochemical variables were measured in all patients through
the treatment. Smokers were included in the tobacco cessation
treatment during 10 weeks, cessation was set on week three.
Blood samples were taken on week 2, week 4, and week 10. Re-
sults. We found a proportion of 76% of NAFLD in the popula-
tion studied. In table 1, we show the values found. The main

differences found in the variables of oxidative stress were de-
termined by the status of NAFLD. Conclusions. We found
high proportion of NAFLD in heavy smokers; we suggest that
they might be a chronic state of oxidative stress caused by
smoking. These results confirm that smoking should be consi-
dered both as a cofactor in the pathogenesis of NAFLD and its
progression.

HEPATIC EVALUATION IN CHILDREN WITH
OVERWEIGHT AND OBESITY INAMBULATORY UNIT
SERVED IN THE CITY OF SALVADOR-BAHIA
C. DANTAS FERREIRA MARQUES,! L. OLIVEIRA REIS MACIEL,'

J. COSTA DIAS PITANGUEIRA,! J. RODRIGUES ROCHA,

L. RODRIGUES SILVA'

PEDIATRIC GASTROENTEROLOGY AND HEPATOLOGY CENTER OF STUDIES-
PROFESSOR EDGAR SANTOS UNIVERSITY HOSPITAL COMPLEX-SALVADOR, BAHIA,
BRAZIL.

Purpose. The purpose of this study was to evaluate the pre-
sence of clinical, laboratory and ultrasound changes in chil-
dren with overweight and obesity followed in an outpatient
pediatric gastroenterology and hepatology center at a Univer-
sity Hospital. Material and methods. This is a cross-sectio-
nal study. Children and adolescents with overweight and
obesity were followed in a referral outpatient clinic. The pa-
tients underwent a questionnaire, clinical, anthropometric, la-
boratory and ultrasound evaluation for assessment of hepatic
and gastrointestinal complications. The results were analyzed
with SPSS, version 13.0. Results. The study was initiated in
January 2011 and is ongoing. So far 82 patients were evalua-
ted. The mean age was 13.2 years, ranging from 4 to 17 years.
Of the total patients, 30 (37%) were male and 52 (63%) were
female. Hepatomegaly was identified in 9 (11%) patients. Of
the 43 who collected laboratory, 9 (20.9%) had elevated ami-
notransferases. None of them showed changes in alkaline
phosphatase, GGT, prothrombin time and serum albumin.
Abdominal ultrasonography was performed in 36 patients. Of
these, 9 (25%) had hepatic steatosis, of which 4 (11.1%) mild
and 5 (13.9%) moderate. Conclusions. Preliminary results
show a significant prevalence of clinical, laboratory and radio-
logical findings in these patients. Although NAFLD is very
common in the pediatric population, data on the evolution of
this condition remain scarce. The simple steatosis may be re-
garded as a benign condition with little evidence of progres-
sion to more advanced stages, while patients with
steatohepatitis have a worst prognosis. Thus, it is of great im-
portance that children with overweight and obesity are scree-

ned for discovering this condition in still reversible stages.

ASSOCIATION BETWEEN
HEPATIC STEATOSIS AND INSULIN
RESISTANCE IN CHILDREN WITH
OVERWEIGHT AND OBESITY FOLLOWED
IN AMBULATORY UNIT
L. OLIVEIRA REIS MACIEL,' C. DANTAS FERREIRA MARQUES,'
J. COSTA DIAS PITANGUEIRA,' J. RODRIGUES ROCHA,' L.
RODRIGUES ~ SILVA'
! PEDIATRIC GASTROENTEROLOGY AND HEPATOLOGY CENTER OF STUDIES-

PROFESSOR EDGAR SANTOS UNIVERSITY HOSPITAL COMPLEX-SALVADOR, BAHIA,
BRAZIL.

Purpose. This study aimed to investigate the association bet-
ween hepatic steatosis and insulin resistance defined by
HOMA-IR. Material and methods. This is a cross-sectional
study. Children and adolescents with overweight and obesity
were followed in a referral outpatient clinic. The patients un-
derwent a questionnaire, clinical, anthropometric, laboratory
and ultrasound evaluation for assessment of hepatic and gas-
trointestinal complications. Insulin resistance was diagnosed
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by HOMA-IR greater than 2.71. The results were analyzed
with SPSS, version 13.0. Results. The study was initiated in
January 2011 and is ongoing. So far 78 patients were evalua-
ted. Of the total patients, 29 (37.2%) were male and 49 (62.8%)
were female. Abdominal ultrasonography was performed in 35
patients. Of these, 9 (25.7%) had hepatic steatosis, of which 4
(11.4%) mild and 5 (14.3%) moderate. The HOMA-IR was
calculated in 19 children, being elevated in 11 (57.9%) of them.
The association between insulin resistance and estatose
showed that the seven children who had steatosis with
HOMA-IR calculated, five (71.42%) had insulin resistance
(p = 0.515). Conclusions. Although the observed data, in
certain situations, indicate a positive association, the statisti-
cal analysis revealed no statistical significance, possibly by a
small number of participants. The data suggest a trend for
statistical significance with the progress of the study and ex-
pansion of the sample. Although non-alcoholic fatty liver
disease is being increasingly identified in the pediatric popula-
tion, data on the evolution of this condition remain scarce.
Thus, it is of great importance that children with overweight
and obesity are screened early.

PROINFLAMMATORY RESPONSE OF MONOCYTES
AND KUPFFER CELLS IN PATIENTS WITH
NONALCOHOLIC FATTY LIVER DISEASE (NAFLD)
ME INZAUGARAT,! M BALLESTA! A BILLORDO,! D FONTANA?

FR DIAZ2 M LINARES,2 E GONZALEZ BALLERGA2 J DARUICH,?

) JA SORDA? CHERNAVSKY AC' ]
'INMUNOGENETICA. 2 GASTROENTEROLOGIA, HOSPITAL DE CLINICAS “JOSE DE SAN
MARTIN’, CIUDAD AUTONOMA DE BUENOS AIRES, ARGENTINA.
Purpose. Non alcoholic fatty liver diseases (NAFLD) include
obesity-related disorders characterized by dislipidemia and hy-
perleptinemia. Reactive oxygen species (ROS) and cytokines
production by Kuppfer Cells (KC) and monocytes (Mo) asso-
ciate with inflammation and liver damage. We aimed to eva-
luate the effects of linoleic acid (LLA) and leptin (Lep) on ROS
and tumor necrosis factor (TNF)o production in Mo and KC
and to evaluate the potential anti-inflammatory effect of the
antioxidant curcumin (CUR). Material and methods. Peri-
pheral blood mononuclear cells (PBMC) and liver biopsies
were obtained from adults with NAFLD (NAFLD, n = 11) or
individuals with liver diseases non NAFLD (non-NAFLD; n = 6).
PBMC from 30 healthy controls (Co) were also included. To
evaluate ROS production, PMBC or liver cell suspensions
obtained by chemical and mechanical methods were incubated
with dichlorofluorescein-diacetate [5 uM], stimulated with
Lep[10nM] or LA [200 uM] +/-Cur[30 uM], stained with anti-
CD14 and -CD11b mAbs and analyzed by Flow Cytometry. A
stimulation index (SI) results from the mean fluorescence in-
tensity (MFI) in stimulated/unstimulated cells. Intracellular
TNFo was evaluated in Lep-stimulated [CD14* TNFo]. PBMC
and o fold of increase index (FI) was calculated. Kruskal-Wa-
llis, Mann-Whitney with Bonferroni’s correction (pc), Wil-
coxon matched pair test (p,) and Spearman’s rank correlation
were conveniently used. Results. LA induced a higher produc-
tion of ROS in Mo from NAFLD (p, = 0.032 vs. Co) which di-
minished in the presence of CUR (p_ = 0.030). LA similarly
stimulated the oxidative burst of KCpfrom patients with NA-
FLD (pp _ 0.015) and non-NAFLD (p, = 0.04). Interestingly,
ROS production induced by LA in both KC and Mo tend to co-
rrelate within NAFLD (r = 0.75, p = 0.06). Leptin induced a
high production of TNFa by Mo in Co, NAFLD and non-NA-
FLD (pp = 0.031; 0.015 and 0.043 respectively) with a higher
FI in NALFD (pc = 0.029 vs. Co). Though the SI in Lep-sti-
mulated Mo did not differ between groups, NAFLD patients
show a tendency to a positive correlation between ROS and

TNFo production. Conclusions. A proinflammatory effect of
LA and Lep on hepatic and peripheral myeloid cells is involved
in NAFLD. A blockade of the proinflammatory response with
curcumin might contribute to NAFLD treatment.

NONALCOHOLIC FATTY LIVER DISEASE AND
CHRONIC HEPATITIS C VIRUS: CLINICAL &

HISTOLOGICAL FEATURES
S. RODRIGO,' V. TAINA,' P. THIAGO,' C. LUCAS,' D. CARLA,' F. LUIS;
C. HELMA!

"FACULDADE DE MEDICINA DA BAHIA - UFBA, SALVADOR, BRASIL.
Purpose. To describe clinical and histological peculiarities of
NAFLD associated with HCV. Material and metdhos.
Cross-sectional study evaluated patients with chronic hepati-
tis C (CHC) between August 2010 and June 2011. Patients
with ethanol intake > 140 g/week, other liver disease or being
treated for HCV were excluded. They were submitted to clini-
cal and laboratory evaluation, and liver biopsy. Results. We
evaluated 42 patients with CHC, mean age 51 = 10 years, of
whom 52.4% women. In biopsy, steatosis was observed in 43%.
Patients were classified in G1, those with CHC and NAFLD,
and G2, those with CHC without NAFLD. In G1 (18), 66.7%
were women and mean age 50.9 = 10.8. The increase in abdo-
minal circumference (AC) was observed in 61.1%, hyperten-
sion in 27.8%, diabetes in 22.2%, dyslipidemia in 27.8%. The
mean BMI was 27.6 kg/m2, obesity was present in 27.8%. Ge-
notype 1 was present in 60% and 3 in 26.7%. Steatohepatitis
was observed in 14.3% (4.8% without fibrosis and 9.5% with fi-
brosis). In G2 (24), 41.7% were female and mean age 47.5 *
9.5. The increase in AC was observed in 33.3%, hypertension
in 41.7%, diabetes in 17.4%, dyslipidemia in 17.4%. The mean
BMI was 24.8 kg/m2, obesity was found in 13%. Genotype 1
was present in 76.2% and 3 in 19%. Conclusions. The grea-
test clinical relevancies in patients with chronic hepatitis C
and NAFLD in the study sample were: increased abdominal
circumference, overweight and obesity, dyslipidemia and ge-
notype 1. The study shows the importance of clinical evalua-
tion of patients with CHC and NAFLD, especially the
anthropometric indexes and dyslipidemia.

HEMOLYTIC ANEMIA IN PATIENT WITH LIVER

DISEASE ALCOHOL: A CASE REPORT
L_DINIZ BASILIO," S. ROBERTO GOMES'

"HOSPITAL UNIVERSITARIO, CAMPINA GRANDE, PARAIBA, BRASIL.
Background and aims. The alcoholism is responsible for a
variety of pathological effects of hematopoise, directly dama-
ging the precursors of red blood cells causing anemia in pre-
sence of chronic ethanol ingestion. Hemolytic anemia is a
common clinical condition resulting from the action of alco-
hol on the lipid membrane of erythrocytes. However, once as-
sociated with splenomegaly and direct coombs positive, can set
mechanism autoimmune hemolytic. We describe a case of late
presentation with good clinical. Material and methods.
Case report of a patient with hemolytic anemia associated
with alcoholic liver disease and literature review of cases pre-
viously described. Results. GSS patient, 33 years old, single,
born in Campina Grande - Paraiba — Brazil, admitted in ja-
neiro/2012 to the Internal Medicine ward of the University
Hospital Alcides Carneiro of Campina Grande - Paraiba -
Brazil, referring jaundice, ascites and drowsiness had started
20 days ago. Reported alcoholism 21 years ago and had been
diagnosed with liver cirrhosis since November/2011. The phy-
sical examination showed with regular general state, pallor
and jaundice important. Abdomen was distended with spleno-
megaly. Flapping positive, gynecomastia and vascular spiders
were signs of chronic liver disease identified. Initial laboratory
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tests showed anemia, elevated indirect bilirubin > direct, rela-
tionship AST / ALT < 2 and hypoalbuminemia. It was classi-
fied as Child-Pugh C, MELD 32 and discriminant function
Maddrey 62. After therapeutic approach, there was partial im-
provement of clinical picture persisting biochemical changes.
Investigation additional with ultrasonography showed ascites,
chronic liver disease and splenomegaly with varicose dilata-
tion of the splenic hilum. Viral markers were negative and co-
langioressonincia without lesions of the biliary tract.
Autoimmune disease was excluded. We opted for the introduc-
tion of steroids (40 mg/day) and during evolution was obser-
ved improvement of the anemia, however, persisted elevation
indirect bilirubin and reticulocytes. Due to the presence of hy-
persplenism, hemolysis and Coombs positive hemolytic ane-
mia hypotheisis of autoimmune origin was considered as
secondary causes were ruled out. The patient was treated with
corticosteroids regression presenting clinical and laboratory.
Conclusion. The hemolytic anemia should be investigated in
alcoholic liver disease patients, especially when the mean cor-
puscular volume is changed and any increasing in dosage of
reticulocytes. Once made the diagnosis, treatment response is
fast with good prognosis and decreased length of stay.

ALCOHOLIC LIVER DISEASE IN PUBLIC SERVICE
HEALTH IN BRAZIL. CASE REPORT
L_D_INlZ_BASlLLQ,',D. THALLES MONTEIRO IARAUJO1
THOSPITAL UNIVERSITARIO, CAMPINA GRANDE, PARAIBA, BRASIL.
Background and aims. The alcoholic liver disease repre-
sents an important health problem generating high-cost ad-
missions procedures and achievements. In Brazil, frequency
of abuse ranged from 13.3% to 25.2% in the last 30 years and
11% of users are dependent. The amount and duration of in-
take are important risk factors for addiction causing signifi-
cant social implications with the increase in traffic deaths.
We intend to characterize the profile of a number of cases
admitted in our service. Material and methods. Prospecti-
ve analysis of a series of sixteen cases of disease chronic de-
compensated liver admitted to the internal medicine ward of
the University Hospital Alcides Carneiro of Campina Grande -
Paraiba - Brazil in the period of twelve months from Octo-
ber 2010. All patients were approached with the questionnai-
re AUDIT. Prognostic scores were evaluated to define the
severity of cases. Results. In our study, thirteen patients
were considered dependents, predominantly male in fourteen
cases. The influence of others was crucial to the contact with
excessive alcohol intake (> 10 drinks/day) and duration of
consumption above 10 years was significant in the series.
The weight loss, anemia and jaundice common manifestatio-
ns were considered. The Maddrey Discriminant Function was
above 32 in six cases, twelve had MELD scores above 15 and
seven had APRI > 2. Conclusion. The alcoholic liver disease
has become a public health problem because of the severity
of cases, related to medical care later and missing informa-
tion. Thus, primary measures of prevention through educa-
tional activities in schools can promote control of the cases

in society.

MARKERS OF OXIDATIVE STRESS
IN PATIENTS WITH NONALCOHOLIC
FATTY LIVER DISEASE (NAFLD) WHO
UNDERWENT BARIATRIC SURGERY
F. CANGERI DI NASO,' H. SARUBI FILLMANN," L. MAGGIONI?
A. VONTOBEL PADOIN2 R. JACQUES RAMOS2 L. BISCAINO ALVES.2
~ C. CORA MOTTIN? N. POSSA MARRONI'
'LABORATORIO DE HEPATOLOGIA E FISIOLOGIA EXPERIMENTAL, HOSPITAL DE
CLINICAS DE PORTO ALEGRE, UFRGS/PORTO ALEGRE,RS. 2CENTRO DE OBESIDADE
E CIRURGIA METABOLICA, PUCRS/ PORTO ALEGRE, RS.

Purpose. To evaluate in patients who underwent bariatric
surgery, oxidative stress markers and relate them with the
progression of nonalcoholic fatty liver disease (NAFLD). Ma-
terial and methods. The study included patients from the
Center for Obesity and Metabolic Syndrome who underwent
bariatric surgery with intraoperative liver biopsy that confirms
the diagnosis of NAFLD. In the pre-operative physical exami-
nation was performed with analysis of body mass index (BMI)
and bioelectrical impedance analysis. Blood sampling was
collected for analysis of serum glucose, insulin, glycated
hemoglobin (HbAlc), cholesterol, TGO, TGP and C-reactive
protein (CRP) measurement. To determine the oxidative
stress, plasmatic lipid peroxidation was evaluated through the
technique of TBARS (Thiobarbitutic Acid Reactive Substan-
ces) and antioxidant enzyme superoxide dismutase (SOD) ac-
tivity was evaluated in erythrocytes. The histopathological
classification of NAFLD was performed by a blinded patholo-
gist and subjects were divided into a group of patients with
steatosis and another with steatohepatitis. For statistical
analysis we used the “t” Student test for independent samples
(p < 0.05). Results. From the total of 85 obeses, 28.2% pre-
sents steatosis and 71.8% presents steatohepatitis. Steatohe-
patitis group had higher lipid peroxidation (1.52 + 0.66 vs.
1.04 £ 0.7 nM/mL, p < 0.001) and lower activity of antioxidant
enzyme SOD (50.99 = 19.02 vs. 81.92 + 39.98 USOD/mg of
protein, p < 0.03). Patients with steatohepatitis also showed in-
creased levels of transaminases, CRP, glycated hemoglobin and
higher prevalence of insulin resistance. Conclusions. Patients
with steatohepatitis showed an increase in lipid peroxidation
and reduced antioxidant activity enzyme SOD suggesting the
involvement of oxidative stress in the progression of NAFLD.

TREATMENT WITH METADOXINE
AND IMPACT ON EARLY MORTALITY

IN PATIENTS WITH SEVERE ALCOHOLIC HEPATITIS
MF._HIGUERA-DE LA TLIERA' G. GUTIERREZ-REYES,2 J. HERNANDEZ-

RUIZ,2 Al SERVIN-CAAMANO,' J. CRUZ-HERRERA," AE. SERRALDE-

ZUNIGA® JM. ABDO-FRANCIS,' JL PEREZ-HERNANDEZ'
THOSPITAL GENERAL DE MEXICO O.D., MEXICO, D.F.2LABORATORIO DE HIGADO

PANCBEAS Y MOTILIDAD (HIPAM), FACULTAD DE MEDICINA, UNIVERSIDAD NACIONAL
AUTONOMA DE MEXICO, MEXICO D.F. 3 FUNDACION MEXICANA PARA LA SALUD A.C.
Introduction and objective. Severe alcoholic hepatitis
(SAH) is characterized by a Maddrey’s discriminant function
greater than 32, implies 50% mortality at 2 months. Treat-
ment with glucocorticoids has reduced mortality to 35% at 6
months. Kupffer cells activation, proinflammatory cytokines
and reactive oxygen species (ROS) production and depletion of
mitochondrial glutathione are implied factors in liver injury.
Metadoxine (MTD), a synthetic compound based on pyridoxi-
ne and pyrrolidone-carboxylate (cyclic amide of glutamic acid
and gamma glutamyl, responsible for synthesizing and cataly-
ze glutathione), was shown to inhibit hepatic lipid accumula-
tion. In tissues, ion pair molecules can be separated forming
N-oxide molecules that works as rotating traps capable of cap-
turing ROS. The aim of this study was to evaluate the impact
of the addition of MTD to standard treatment with glucocorti-
coid in Mexican patients with SAH. Material and methods.
Randomized clinical trial, open label, held in Mexico’s General
Hospital (Registry Key DIC/10/107/03/043). We evaluated 217
patients, 78 met inclusion criteria, and 8 met elimination cri-
teria. We randomized 70 patients with SAH criteria, 35 recei-
ved prednisone (PDN) 40 mg/day and 35 received PDN 40 mg/day
plus MTD 500 mg three times daily. The duration of treat-
ment in both groups was 30 days. Were assessed survival at
30 and 90 days, development of complications, adverse events,
and response to treatment (Lille model). Results. In the
group receiving MTD significantly improved the following pa-
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rameters: Survival at 30 days (74.3% vs. 45.7% P = 0.02); sur-
vival at 90 days (68.6% vs. 20.0% P = 0.0001); there was less
development or progression of complications such as encepha-
lopathy (28.6% vs. 60.0% P = 0.008) and hepatorenal syndro-
me (31.4% vs. 54.3% P = 0.05).Response to treatment (Lille
model) was higher (0.38 vs. 0.63 P = 0.001; IC al 95% 0.11 a
0.40). There were not differences between groups regarding
the development or progression of variceal hemorrhage, or
infection. Adverse events in both treatment groups were si-
milar, mainly epigastric burning, nausea and vomiting. Con-
clusions. The addition of MTD to glucocorticoid treatment
improves short-term survival of Mexican patients with SAH
and diminishes the development or progression of encephalo-
pathy and hepatorenal syndrome.

ETHANOL REDUCES EGFR
EXPRESSION AND PY845 TYROSINE
PHOSPHORYLATION IN A HEPATIC CELL LINE

J REYES-ESPARZA,' E ALVAREZ-AYALA,' A LEON-BUITIMEA,'
L  RODRIGUEZ-FRAGOSO!
"FACULTAD DE FARMACIA, UNI VERSIDADAUTONOMA DEL ESTADO DE MORELOS,
CUERNAVACA, MORELQS, MEXICO.

Purpose. To investigate whether acute or chronic ethanol
treatment modifies the total EGFR expression and pY845
EGFR phosphorylation and if those changes are associated
with changes in the cell cycle in WRL-68 cells. Material and
methods. We used the WRL-68 cells, a human hepatic fetal
cell lin. Because of ethanol’s volatility, a method utilizing sea-
led containers was used to maintain ethanol levels in the cul-
ture medium. Cell proliferation was evaluated using the MTT
assay. Cell cycle was analyzed by PI staining and flow cytome-
try. Total EGFR expression and the pY1086 phosphorylation
were carried out by IP and Western blot. All of the data were
analyzed by SPSS 17 Real Stat software. The statistical diffe-
rences were determined by ANOVA followed by a Dennett’s
multiple comparison. Results. We found that ethanol at 50 mg/
dL did not modify any of the parameters evaluated. On other
hand, ethanol reduced the number of viable cells with concen-
trations 400 and 800 mg/dL at 72 h. We also found that the
treatment of WRL-68 cells with 800 mg/dL ethanol decreased
the total EGFR expression and pY845 EGFR phosphorylation.
In addition, when cells were exposed ethanol at 800 mg/dL for a
short period of time (9 to 15 h), ethanol increased in the per-
centage of cells in the S phase of cell cycle. Conclusion. Etha-
nol treatment modified the total EGFR expression and pY845
EGFR phosphorylation, and those changes were associated
with arrest in phase S of cell cycle in WRL-68 cells.

PEDIATRIC HEPATOLOGY

CONGENITAL HEPATIC FIBROSIS IN THE
NATIONAL GUILLERMO ALMENARA IRIGOYEN
HOSPITAL Es-SALUD, 2000-2011, LIMA-PERU
T.BEDREGAL,! J.SUMIRE,' C. ASATO HIGA'

'NATIONAL “GUILLERMO ALMENARA IRIGOYEN’, LIMA-PERU.
Purpose. The congenital hepatic fibrosis (CHF) is an autoso-
mal recessive disease. It is characterizes by portal fibrosis. The
prevalence is 1 in 6,000. CHF is a development disorder that be-
longs to the family of hepatic duct plate malformation. The aim
of our study is to know the incidence, histological and clinical
patterns of the CHF in our Hospital between January 2000 and
December 2011. Material and methods. Retrospective review
of the medical charts of the 16 patients with diagnosis of CHF,
we described the clinic and demographic characteristics of the

patients at the time of diagnosis. Either liver biopsy or a piece
of the liver specimen was fixed in formaldehyde 10%, processed
and stained with Hematoxilin eosin, PAS, MASSON and Perls.
Results. 62.5% of the patients were female; 50% of the patients
were between 0-5 years of age; the oldest patient was 45 years
old, the 37.5% had the previous diagnostic of biliary atresia;
and 2% of the last one had histological diagnosis. Conclusions.
CHF may be present in children or adults, the Colestasis pat-
tern is the aim clinical manifestation, Histological findings: fi-
brous bands completely surround the irregularly shaped
islands of hepatic tissue on jigsaw pattern, Hamartomatous
ducts, No liver cells regeneration.

BODY MASS INDEX IN INFANTS WITH BILIARY

ATRESIA
,' P VALENCIA,> S VILLALPANDO?
'UNIVERSIDAD DEL VALLE. CALI, COLOMBIA. 2HOSPITAL INFANTIL DE MEXICO
FEDERICO GOMEZ. DF, MEXICO.

Introduction. An adequate nutritional status of infants with
biliary atresia (BA) is important to decrease morbidity and
mortality. Objective. To determine the nutritional status of
infants with BA by body mass index for age (BMI/A) and iden-
tify possible associations. Material and methods. Prevalen-
ce study in 37 infants with BA from Hospital Infantil de
México Federico Gémez (HIM), who were seen in demographic
variables (age, sex), clinical (portal hypertension: PHT), para-
clinical (electrolytes, blood gases, hemoglobin , albumin, glu-
cose, liver and renal function tests), infections (cholangitis,
pneumonia, sepsis), hypovolemic (gastrointestinal bleeding,
use of blood products), surgery (Kasai surgery, postoperati-
ve), personal (vaccination), the histology (cirrhosis) and hos-
pital stay. Statistical analysis included estimation of the
prevalence of malnutrition, the estimation of other descriptive
measures of interest and association analysis by multiple lo-
gistic regressions. Results. In this population of infants with
BA, with an average age of 4.8 + 2.5 months found a preva-
lence of 78,4% of malnutrition, 56.8% of infectious, 62.2% of
clinical, 89.1% of hypovolemic and 100% paraclinical compli-
cations, respectively. Malnutrition was associated with clinical,
histopathological and hypovolemic complications (p < 0.05).
Infection and vaccination were associated factors (p < 0.05).
Conclusion. Three-quarters of infants with BA had malnu-
trition, with complications between 56.8-100% and associated
with infection and vaccination.

CHARACTERIZATION IN INFANTS WITH BILIARY
ATRESIA 1993-1995
' P VALENCIA2 JA GARCIA2 .
TUNIVERSIDAD DEL VALLE. CALI, COLOMBIA. 2HOSPITAL INFANTIL DE MEXICO
FEDERICO GOMEZ. DF, MEXICO.
Introduction. Biliary atresia (BA) occurs in 80-90% of in-
fants with neonatal cholestasis. Objective. To describe the
sociodemographic, clinical, paraclinical, development and ma-
nagement of infants with BA. Material and methods. Des-
criptive observational not experimental study in 22 infants
with histopathologic diagnosis of BA from Hospital Infantil de
México Federico Gémez (HIM), in which demographic varia-
bles were considered, nutritional, clinical, paraclinical, infec-
tious, hypovolemic, surgical, personal, and hospital stay.
Descriptive statistics included percentages, means and stan-
dard deviations. Results. We included 22 infants with 5.6 *
2.6 months, 59% girls. A predominance of malnutrition and
cirrhosis in 82%, respectively, in 73% delay in height, portal
hypertension in 55%, 82% use of blood products (68% plasma,
packed red blood cells 59%, 23% total fresh blood and albu-
min, respectively, 14% cryoprecipitate) in 77% antibiotics, 77%
history of vaccination, 50% not excreted the dye into the in-



804

Abstract section. XXII Meeting of the Latin American Association for The Study of the Liver. Annls of Hepatology, 2012; 11 (5): 751-805

testine and 27% had surgery Kasai. As is often presented:
100% defects in the lab tests (100% liver and 78% renal func-
tion tests, 64% of coagulation, 59% electrolyte tests and 42%
acid-base tests. Was presented 100% direct hyperbilirubine-
mia, 82% hypoalbuminemia, 68% anemia, 47% hypoglycemia,
41% hyperaminotransferasemia and 17% thrombocytopenia.
The frequency of complications were 95.5% nutrition, 82%
hypovolemic (9% bleeding, 36% infectious: 18% pneumonia,
14% sepsis, and 9% cholangitis) and 14% postoperative. Con-
clusion. In these infants with BA, prevailed in more than half
of children, female gender, malnutrition, cirrhosis, delayed
height, portal hypertension, the use of blood products and an-
tibiotics, history of vaccination, the alteration in the lab tests
as direct hyperbilirubinemia, hypoalbuminemia, and anemia
and nutritional and hypovolemic complications.

INFANT MORTALITY IN CIRRHOTIC

PATIENTS WITH BILIARY ATRESIA 1993-1995
CA VELASCO,' P VALENCIAZ JA GARCIA?

"UNIVERSIDAD DEL VALLE. CALI, COLOMBIA. ZHOSPI TAL INFANTIL DE MEXICO
FEDERICO GOMEZ. DF, MEXICO.

Introduction. The final stage of biliary atresia (BA) before
cancer is cirrhosis, which morbidity is given by the degree of
liver dysfunction. Objective. To determine the infant morta-
lity in cirrhotic patients with BA and identify possible associa-
tions. Material and methods. Prevalence study in 27
cirrhotic infants with BA from Hospital Infantil de México Fe-
derico Gémez (HIM), who were seen in demographic variables
(age, sex), nutrition (undernutrition, delayed height), clinical
(portal hypertension PH), paraclinical (electrolytes, blood ga-
ses, hemoglobin, albumin, glucose, liver and renal function
tests), infections (cholangitis, pneumonia, sepsis), hypovole-
mic (gastrointestinal bleeding, use of blood products), surgery
(Kasai surgery, postoperative), personal (vaccination) and
hospital stay. Statistical analysis included estimation of the
prevalence of morbidity and mortality, the estimation of other
descriptive measures of interest and association analysis by
multiple logistic regressions. Results. In this population of ci-
rrhotic patients with BA infants, with an average age of 5.2 +
2.5 months found a mortality of 33.3% and 51.9% infectious,
59.3% clinics, 85.2% hypovolemic, 88.9% nutritional and 100%
paraclinical complications. In association analysis found grea-
ter chance of dying who had had recurrent infections and Ka-
sai (p < 0.05), less opportunity in the vaccinated (p < 0.05),
finally being associated factors of age, vaccination, PH and
malnutrition (p < 0.05). Conclusion. One third of cirrhotic
patients with BA infants died with complications between
51.9-100%; and the mortality was found associated to age, va-
ccination, PH and malnutrition.

LIVER ABSCESS IN COLOMBIAN CHILDREN
AR GUZMAN,' CA VEIASCO!
1 UNIVERSIDAD DEL VALLE. CALI, COLOMBIA.

Introduction. Liver abscess (LA) in developing countries is
presented at an early age, being more frequent amebic LA.
Objective. To describe 14 children with LA from Hospital
Universitario del Valle Evaristo Garcia from Cali, Colombia.
Material and methods. We included 14 children under 15
years of age with a diagnosis of LA for the first time with cli-
nical (fever, hepatomegaly and right upper quadrant pain)
and ultrasound findings, in which we analyzed sociodemogra-
phic, clinical, paraclinical and evolution. Results. Mean age
was 9 years, 50% males, with average duration of hospital
stay 11 days and 22 days. Also presented vomiting (57%),
anorexia and diarrhea (21%), respectively, cough (14%), hea-
dache and asthenia (10%), respectively, and malnutrition

(43%). The location of the ultrasound was right in 93%, and
single in 85%. Other paraclinical showed: albumin (83%), ESR
and CRP altered (100%), respectively, and abnormal liver
function tests (47%). In 64% in cultures of drainage material
identified E. coli, S. viridans, S. epidermidis and P. aerugi-
nosa, and 33% amoebae in stools. The duration of medical
management was on average 18 days, with various antibiotics
and metronidazole in 93%. 71% required ultrasound guided
drainage. Conclusion. The LA should be suspected clinically
with the triad of fever, hepatomegaly and abdominal pain rig-
ht upper quadrant dominance, and verify the location and
type of presentation with an abdominal ultrasound, supported
with some paraclinical blood and feces, and initiate a prompt
and appropriate medical management with antibiotics, antipa-
rasitic and following a proper evolution to avoid the complica-
tions that can lead to increased morbidity and mortality.

RECURRENT HEPATITIS

A IN COLOMBIAN CHILDREN
D BARRAGAN,! CA VELASCO'
' UNIVERSIDAD DEL VALLE. CALI, COLOMBIA.

Introduction. Recurrent hepatitis A is considered one of the
different forms of atypical clinical presentation of the hepati-
tis A virus (HAV). Objective. To describe 9 cases of children
in Cali, Colombia with recurrent hepatitis A. Material and
methods. We included nine children between 7 and 13 years
(mean age 8.6 years), 56% male with a history of 3 to 5 days,
consisting of fever, vomiting, jaundice, abdominal pain and
dark urine, IgM positive for HAV, and after 30 days of being
asymptomatic, presented again, similar symptoms and IgM
positive for HAV. Results. The mean liver function tests of
the second episode showed: ALT 1,258 U/L, AST 986 U/L, di-
rect bilirubin 5.87 mg/dL and alkaline phosphatase 580 U/L.
In all, abdominal ultrasound and serology for autoimmune
hepatitis, was normal. None of the children had morbidity as-
sociated with recurrent hepatitis A. Conclusion. The presen-
tation of recurrent hepatitis A is rare, being reported more
than one peak of aminotransferase increases between 3% and
20%, with a satisfactory outcome.

RISK FACTORS PROMOTING
NEONATAL JAUNDICE AT ADOLFO
GUEVARA VELASCO NATIONAL HOSPITAL
ESSALUD CUSCO, PERU
J. TAPARA YEPEZ,! M.C. SOTO RAMIREZ2 J. JABAR GALDOS,
LM. ZEGARRA PENA,® E.G. ANCORI AGUILAR®
TADOLFO GUEVARA NATIONAL HOSPITAL ESSALUD CUSCO, PERU. 2 SANTA TERESA
CLINIC BISHOP OF ABANCAY, PERU. SFACULTY OF BIOLOGICAL SCIENCES, SAN
ANTONIO ABAD NATIONAL UNIVERSITY IN CUSCO, PERU.
Objectives. The development of jaundice and hyperbilirubi-
nemia depends of the risk factors, more or less to be investi-
gated in all newborns, for the presence of this alert the
physician to the likelihood that the infant developed severe
jaundice. In that sense we do this research with the aim of
establishing the neonatal risk factors, maternal and parental
to the exacerbation of neonatal jaundice in the Neonatology
Service at Adolfo Guevara Velasco Hospital, Essalud
(HAGV).Material and methods. We performed a case-con-
trol study from the months of January to June of 2010. The
study was approved by the ethics committee HAGV and the
Faculty of Biological Sciences at San Antonio Abad del Cus-
co National University. A card was used to collect clinical
data and informed consent was signed by the parents of the
unborn. Blood samples were obtained to determine the va-
lues of serum bilirubin and hematocrit. Hyperbilirubinemia
was defined values of serum bilirubin > 20 mg/dL in the first
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24 h. We included 216 cases (infants with clinical diagnosis of
jaundice and bilirubin > 20 mg/dL) and 464 controls (heal-
thy children with bilirubin < 1 mg/dL) in a ratio of 1:2. The
data from nine risk factors were obtained from medical re-
cords and for the determination of polycythemia was consi-
dered the hematocrit > 60%. The information was processed
in SPSS version 17.0, was performed bivariate and multiva-
riate analysis using chi-square was considered significant
p < 0.05, to quantify the significant association we calculated
the odds ratio (OR) with a CI of 95 %. Results. Neonatal
jaundice was 19.3%. All risk factors considered in the study
were significant. Neonatal factors: male gender (OR = 2.3,
95% CI, 1.7 to 3.3), cephalohematoma (OR = 5.6, 95% CI,
1.7 to 18.0), suffocation (OR = 39.9, 95% CI, 5.2 to 302.0),
polycythemia (OR = 83.6, 95% CI, 42.1 to 166.0) and sepsis
(OR = 2.0, 95%, 1,2-3,3). Maternal: Presence of UTI (OR =
16.1, 95% CI, 10.5 to 24.7), Application of oxytocin (OR =
36.8, 95% CI, 17.8 to 76.4), cesarean section (OR = 5.3, 95%
CI, 3.6 to 7.9) and preterm (OR = 19.8, 95% CI, 13.1 to 29.8),
and as a brother with a family history have jaundice (OR =
1.9, 95% CI, 1.3-2.6). Conclusion. It is confirmed that neo-
natal risk factors, maternal and family history of jaundice
contribute to the development of jaundice and hyperbilirubi-
nemia in infants HAGV, therefore, must be assessed routi-
nely to prevent morbidity and mortality associated with this
disease.

LAS ANGIOPOIETINAS 1Y 2
ESTAN INVOLUCRADAS CON EL
ESPESAMIENTO DE LA PARED VASCULAR
DE LAS RAMAS ARTERIALES HEPATICAS
EN ATRESIA BILIAR
A. FRIEDRICH DE SOUZA,' C. URIBEZ U. MATTE2 C. GREGORIO,'
N. MAURICIO REUS,! C.0. KIELING,' S.M. GONGALVES VIEIRA,!

T. REVERBEL DA SILVEIRA,' J.L. DOS SANTOS
'LABORATORIO EXPERIMENTAL DE HEPATOLOGIA E GASTROENTEROLOGIA DO
HOSPITAL DE QLiN/CAS DE PORTO ALEGRE (HCPA), BRASIL. 2| ABORATORIO DE

TERAPIA GENICA DO HOSPITAL DE CLINICAS DE PORTO ALEGRE, BRASIL.
Introduccion. La atresia biliar (AB) es una enfermedad ca-
racterizada por obstruccién de ductos biliares extrahepéaticos
y, a pesar de la desobstruccién quirtrgica por una portoente-

roanastomosis, suele llevar a la cirrosis. Su etiologia no esta
esclarecida; los autores de este trabajo investigaron la partici-
pacién de una anormalidad arterial. Se detecté por andlisis di-
gital (AD) en la AB la presencia de espesamiento de tdnica
media en las ramas arteriales hepaticas (ETM) que parece
asociarse con la rarefaccién biliar (Santos, et al., 2005). Tam-
bién se observé que al tiempo de la portoenteroanastomosis el
VEGFA, marcador de hipoxia, se expresa en paredes de ramas
arteriales tanto en espacios portales como en porta hepatis
(Edom, et al. 2011). Este estudio analizé la expresion de las
angiopoietinas 1 y 2 y del receptor Tie2, involucrados en la
maturaciéon de la pared arterial, en higado de pacientes con
AB, correlacionando estos datos con el ETM. Material y mé-
todos. La expresion de angiopoietinas y receptor fue mensu-
rada por PCRq-TR en muestras de higado congeladas
obtenidas en la laparotomia exploradora que precede la por-
toenteroanastomosis en los pacientes con AB (n = 22), y en
pacientes con colestasis intrahepéatica de edad semejante (IHC,
n = 9). El gene normalizador fue el S18. El espesamiento de
tinica media fue evaluado por AD en diez ramas arteriales/
imagen a través de la razén “espesor de tinica media/didme-
tro lumenal” en diez imagenes/paciente obtenidas desde mues-
tras tefiidas con H-E. Las muestras se produjeron de material
parafinizado colectado durante la portoenteroanastomosis.
Otras variables evaluadas por AD incluyeron extension de la
proliferacién biliar y densidad superficial de coldgeno, relacio-
nadas a la gravedad histolégica de la enfermedad. Resulta-
dos. No fueron encontradas diferencias en la expresién de las
moléculas entre pacientes con AB y CIH. Pero sé6lo en los pa-
cientes con AB se observé correlacion moderada positiva entre
las expresiones de las angiopoietinas y el ETM (angiopoieti-
nal r:0.58, P:0.013; angiopoietina2 r:0.52; P:0.032). La expre-
si6n de las angiopoietinas se correlacioné negativamente con
la de Tie2 (angiopoietinal r: 0.73, P < 0.001; angiopoietina2 r:
0.54; P: 0.007). No se constaté correlacion entre las expresio-
nes de moléculas angiogénicas y variables asociadas con gra-
vedad histoléogica. Conclusiones. Las angiopoietinas 1 y 2
estdn involucradas en el ETM en pacientes con AB de una
manera no asociada con la gravedad histolégica de la enfer-
medad, y su expresion se correlaciona negativamente con la de
su receptor.



